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(57) Abstract: The present invention 
concerns the compounds having the formula 
(I), N-oxides, sails, stereoisomeric forms, 
racemic mixtures, prodrugs, esters and 
metabolites thereof, wherein Ri and R« 
(I) each are H, oprionally substituted Ci^alkyl, 

C2-6alkenyl, Cs-Tcycloalkyl, aiyl, Het\ 
Het^; Ri may also be a radical of formula 
(R„,R,iONC(R,o-Riob)CR9-; t is 0, 1 or 2; Rj 
is H or Ci.r.alkyl; L is -C(=0)-, -0-C(=0)-, 
-NR«-C(=0)-. -0-Ci.6alkanediyl-C(=0)-, -NR8-Ci-6?alkancdiyl-C(=0)-, -S(=:0)2-, -0-S(=0)2-, -NR8-S(=0)2; R3 is Cealkyl, 
aryl, C3.7cycloalkyl, C3.7cycloalkylCj-4alkyl, or arylCi^alkyl; R4 is H, CMalkylOC(=0), carboxyl, aminoC(=0), mono- or 
di(Ci^alkyl)aminoC(=0), C^Tcycloalkyl, Cz-ealkenyl, Ca-ealkynyl or optionally substituted Ci.6alkyl; A is Ci.6alkanediyl, 
-C(=0)-, -C(=S)-, -S(=0)2., Ci.6alkancdiyl-C(=0)>, Ci^alkancdiyl-C(=S)- or Ci^alkanediyl-S(=0)2.; R5 is H. OH. Ci^alkyl, 
Het^CLfialkyl, Het^Ci.ealkyl, optionally substituted aminoCi.6alkyl; Re is Ci.fialkylO, Het», Het^^, Het^, Het^, aryl, arylO, 
Ci.6alkyloxycarbonylamino or amino; and in case -A- is other than Ci.6alkanediy] then may also be C^alkyl, Hel^Ci^alkyl, 
Hct^OCMalkyl, Hct2Ci.4aJkyl, Hct20C,.4alkyl, arylCi^alkyl, arylOCi.4alkyl or aminoC,.4alkyl: whereby each of the amino groups 
in the definition of R* may optionally be substituted; R^ and -A-R^ taken together with the nitrogen atom to which they are attached 
may also form Hel* or Hel^. It further relates to their use as broadspectrum HIV protease inhibitors, processes for their preparation 
as well as pharmaceutical compositions and diagnostic kits comprising them. It also concerns combinations thereof with another 
anti-retroviral agent, and to their use in assays as reference compounds or as reagents. 
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BRQADSPECTRIIM 2>fSlJBSTITUTED-AMINO VBENZOTHIAZOLE 
SULFONAMIDE HIV PROTEASE INHIBITORS 

The present invention relates to 2<substituted-ainino)"ben2othia2ole sulfonamides, flieir 
5 use as aspartic protease inhibitors, in particular as broadspectruni HIV protease 
inhibitors, proc^ses for their preparation as well as phannaceutical compositions and 
diagnostic kits comprising them. The present invention also concerns combinations of 
the present 2-(substituted-amino)-bOTZothia2ole sulfonamides with another anti- 
retroviral agent It further relates to their use in assays as reference compounds or as 
10 reagents. 

The virus causing the acquired immunodeficiency syndrome (AIDS) is known by 
different names, including T-lymphocyte virus III (HTLV-III) or lymphadenopathy- 
assodated virus (LAV) or AIDS-related virus (ARV) or human immunodeficiency 
15 virus (HIV). Up until now, two distinct families have been identified, i.e. HIV-l and 
HIV-2. Hereinafter, HrV will be used to generically denote these viruses. 

One of the critical pathways in a retroviral life cycle is the processing of polyprotein 
precursora by aspartic protease. For instance with the HIV virus the gag-pol protem is , 
20 processed by HIV protease. The correct processing of the precursor polyproteins by 
the aspartic protease is required for the assembly of infectious virions, thus making the 
aspartic protease an attractive target for antiviral therapy. In particular for HIV 
treatment, the HIV protease is an attractive target. 

25 HIV protease inhibitors (Pis) are conwnonly administered to AIDS patients in 
combination with other anti-HIV compounds such as, for instance nucleoside reverse 
transcriptase inhibitors (NRTIs), non-nucleoside reverse transcriptase inhibitors 
(NNRTIs) or other protease inhibitors. Despite the fact that these antiretrovirals are 
very usefiil, they have a common limitation, namely, the targeted enzymes in the HIV 

30 virus are able to mutate in such a way that the known drugs become less effective, or 
even ineffective, against these mutant HIV viruses. Or, in other words, the HIV virus 
creates an ever increasing resistance against the available drugs. 

Resistance of retroviruses, and in particular the HIV virus, against inhibitors is a major 
35 cause of therapy failure. For instance, half of the patients receiving anti-HIV 
combination therapy do not respond fully to the treatment, mainly because of resistance 
of the virus to one or more drugs used. Moreover, it has been shown that resistant virus 
is carried over to newly infected individuals, resulting in severely limited therapy 
options for these drug-naive patients. Therefore, there is a need in the art for new 
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compounds for retrovirus therapy, more particularly for AIDS therapy. The need in the 
ait is particularly acute for compounds that are active not only on wild type HIV virus, 
but also on ttie increasingly more common reastant HTV viruses. 

5 Known antiretrovirals, often administered in a combmation therapy regimen, will 
eventually cause resistance as stated above. This often may force the physician to 
boost the plasma levels of the active drugs in order for said antiretrovirals to regain 
efifectivity against flie mutated HIV viruses. The consequaice of which is a highly 
undesirable increase m pill burden. Boosting plasma levels may also lead to an 

10 increased risk of non-compliance with the prescribed therapy. Thus, it is not only 
important to have compounds showing activity for a wide range of HIV mutants, it is 
also important that there is little or no variance in the ratio between activity against 
mutant HIV virus and activity against wUd type HIV virus (also defined as fold 
resistance or FR) over a broad range of mutant HIV strms. As such, a patient may 

15 remam on the same combination ther^y regunai for a longer period of time since Ihe 
chance fliat a mutant HIV virus vwll be sensitive to flie active ingrediarts will be 
increased. 

Finding compounds with a high potency on the wild type and on a wide variety of 
20. mutants is also of importance since the pill burden can be reduced if therapeutic levels 
are kept to a minimum. One way of reducing tiiis pill burden is finding anti-HIV 
compounds witii good bioavailability, i.e. a favorable pharmacokinetic and metabolic 
profile, such fliat tiie daily dose can be minimized and consequently also the number of 
pills to be taken. 

25 

Another important characteristic of a good anti-HIV compound is that plasma protein 
binding of the inhibitor has minimal or even no effect on its potency. 

Thus, there is a high medical need for protease inhibitors that are able to combat a 
30 broad spectrum of mutants of ihe HIV virus witii littie variance in fold resistance, have 
a good bioavailability and experience litfle or no effect on tiieir potency due to plasma 
protein binding. 

Up until now, several protease inhibitors are on the market or are being developed. 
35 One particular core structure (depicted below) has been disclosed in a number of 
references, such as, WO 95/06030, WO 96/22287, WO 96/28418, WO 96/28463, 
WO 96/28464, WO 96/28465 and WO 97/18205. The compounds disclosed flierein are 
described as retroviral protease inhibitors. 



wo 02/083657 



PCT/EP02/01788 



-3- 



10 



20 




WO 99/67254 discloses 4-substituted-phenyl sulfonamides capable of inhibiting multi- 
drug resistant retroviral proteases. 




S\iiprisingly, the 2-(substituted-aniino)-benzothiazole sulfonamides of the present 
invention are found to have a favorable pharmacological and pharmacokinetic profile. 
Not only are they active against wild-type HTV virus, but fliey also show a 
broadspectrum activity against various mutant HIV viruses exhibitmg resistance against 
known protease inhibitors. 



Though some of the present 2-(substituted-amino)-benzothiazole sulfonamides appear 
to fall within the generic description of some of the above cited patent publications, 
they are not specifically disclosed, suggested or clauned therein, nor would a person 
skilled in the art have been motivated to design them as broadspectrum protease 
15 inhibitors. 

The present invention concerns 2-(substituted-ainino)-benzothiazole protease 
inhibitors, having the formula 

s^N-A-R^ 
f=< T 



R2 OH R4 

and iV^oxides, salts, stereoisomeric forms, racemic mixtures, prodrugs, esters and 
metabolites thereof wherein 

Ri and Rg are, each independently, hydrogen, Ci^alkyl, C2-6alkenyl, arylCi.6alkyl, 
C3-7cycloalkyl, Ca-vcycloalkylCi^alkyl, aryl, Het\ Het^Ci^alkyl, Het^ or 
Het^Ci-ealkyl; 
25 Ri may also be a radical of formula 
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Riib ^ 
wherein 

R9 , Rioa and Riob are, each independently, hydrogen, CMalkyloxycarbonyl, 
carboxyl, , aminocarbonyl, mono- or di(CMalkj4)aminocarbonyl, 

5 C3-7cycloalkyl, C2-6alkenyl, Cz^alkynyl or CMalkyl optionally substituted 

with aryl, Het^ Het^ Cs-vcycloalkyl, CMalkyloxycarbonyl, carboxyl, 
aminocarbonyl, mono- or di(CMalkyl)aininocarbonjd, aminosulfonyl, 
CMalky]S(0)t, hydroxy, cyano, halogen or amino optionally mono- or 
disubstituted where the substituents are selected from CMalkyl, aryl, 

10 ' arylCMalkyl, Ca-ycycloalkyl, Ca-vcycloalkylCMalkyl, Het^ Het?, 

Het^Ci^allQd and Het^CMalkyl; whereby R9, Rioa and the carbon atoms to 
which they are attached may also form a C3.7cycloalkyl radical; when L is 
-0-Ci^alkanediyl-C(=0)- or -NR8-Ci.6alkanediyl-C(=0)-, then. R9 may 
also be 0x0; 

15 Rua is hydrogen, C2.6alkenyl, Ci^alkynyl, C3-7cycloalkyl, aryl, arylCMalkyl, 

aminocarbonyl optionally mono- or disubstituted, aminoCMalkyl- 
cairbonyloxy optionally mono- or disubstituted, Ci^alkyloxycarbonyl, 
aryloxycarbonjd, Het^oxycarbonyl, Het?oxycarbonyl, aryloxycaibonylCi. 
4alkyl, arylCMalkyloxycaibonyl, CMalkylcaibonyl, C3-7cycloalkyl- 

20 caibonyl, C3.7cycloalkylCi-4alkyloxycarbonyl, C3.7cycloalkylcarbonyloxy, 

carboxylCMalkylcarbonyloxy, CMalkylcarbonyloxy, arylCMalkyl- 
carbonyloxy, arylcarbonyloxy, aryloxycarbonyloxy, Het^caibonyl, 
Het^carbonyloxy, Het* CMalkyloxycarbonyl, Het^caibonyloxy, 
Het^Cualkylcarbonyloxy, Het^CMalkyloxycarbonyloxy or CMalkyl 

25 optionally substituted with arjd, aryloxy, Het?^ , halog^ or hydroxy; 

wherein the substituents on the amino groups are each independently 
selected from CMalkyl, aryl, arylCMalkyl, C3-7cycloalkyi, C3. 
^ycloalkylCMalkyl, Het\ Het^ Het^CMalkyl and Het^CMalkyl; 
Rub is hydrogen, Cs-vcycloalkyl, C2.6alkenyl, Ci-ealkynyl, aryl, CMalkyl- 
30 oxycarbonyl, Het\ Het^ or CMalkyl optionally substituted with halogen, 

hydroxy, CMalkylS(=0)t, aryl, C3-7cycloalkyl, Het\ Het^, amino 
optionally mono- or disubstituted where the substituents are selected from 
Cj^alkyl, aryl, arylCMalkyl, C3-7cycloalkyl, C3.7Q^cloalkylCMalkyl, Het\ 
Het^, Het^CMalkyl and Het^CMalkyl; 
35 whereby Ri ib may be linked to the remainder of tlie molecule via a sulfonyl group; 
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each independratly t is zero, 1 or 2; 
R2 is hydrogen or Ci^alkyl; 

Lis -C(==0)-, -0-C(=0)-, -NR8-C(=0)-, -0-Ci-6alkanediyl^C(=0)-, -NRg-Ci^. 
alkanediyl-C(=0)-, -S(=0)2-, -O.S(=0)2-, -NR8-S(=0)2 whereby either the C(=0) 
5 group or the S(=0)2 group is attached to the NR2 moiety; and whereby the 

alkanediyl moiety is optionally substituted with aryl, arylCMalkyl, 
C3-7cycloalkyl, C3.7cycloalkylCMalkyl, Het^ Het\ Het^CMalkyl and Het^Ci- 
4alkyl; 

R3 is Ci-6alk3d, aryl, Cj-vcycloalkyl, Ca-vcycloalkylCMalkyl, or arylCMalkyl; 

10 R4 is hydrogen, CMalkyloxycarbonyl, carboxyl, aminocarbonyl, mono- or 
di(CMaIkyl)aminocarbonyl, C3.7cycloalkyl, C2-6alkenyl, C2-6alkynyl or Ci^alkyl 
optionally substituted with aryl, Het^ Het^ C3-7cycloalkyl, CMalkyloxycarbonyl, 
carboxyl, aminocarbonyl, mono- or di(CMalkyl)aminocarbonyl, aminosulfonyl, 
CMalkylS(=0)t, hydroxy, cyano, halogen or amino optionally mono- or 

15 disubstitiited where the substituents are selected from CMalkyl, aryl,- aryl- 

C^alkyl, C3_7cycloalkyl, Ca-ycycloalkylCMalkyl, Het^ Het^, Het^CMalkyl and 
Het^Ci-4alkyl; 

A is Ci.6alkanediyl, -C(=0)-, -C(=S)-, -S(=0)2-, Ci^alkanediyl-C(=0)-, Ci^alkane- 
diyl-C(=S)- or Ci^alkanediyl-S(=0)2S whereby the point of attachment to the 
20 nitrogen atom is the d ^alkanediyl group in those moieties containing said group; 

R5 is hydrogen, hydroxy, Ci^alkyl, Het^Ci^alkyl, Het^Ci.6alkyl, amihoCi^alkyl 
whereby the amino group may optionally be mono- or di-substituted with 
CMalkyl; 

is Ci-6alkyloxy, Het\ Het^oxy, Het^, He1?oxy, aryl, aryloxy or amino; and in case 
25 -A- is other than Ci^alkauediyl then R^ may also be Ci^alkyl, Het^CMalkyl, 

Het^oxyCMalkyl, Het^CMalkyl, Het^oxyCMalkyl, arylCMalkyl, aryloxyCMalkyl 
or aminoCMalkyl; whereby each of the amino groups in the definition of R6 may 
optionally be substituted with one or more substituents selected from Ci^alkyl, 
Ci^alkylcarbonyl, CMalkyloxycarbonyl, aryl, arylcarbonyl, aryloxycarbonyl, 
30 Het\ Het^ arylCMalkyl, Het^CMalkyl or Het^CMalkyl; and 

R^ and -A-R^ taken together with the nitrogen atom to which they are attached may 
also form Het' or Het?. 

According to one embodiment, the present invention concerns 2-(substituted-amino)- 
35 benzothiazole protease inhibitors of formula (I), and JV-oxides, salts, stereoisomeric 
forms, racemic mixtures, prodrugs, esters and metabolites thereof, wherein 
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R, and Rg are, each independently, hydrogen, Cuealkyl, Ci^alkenyl, arylCualkyl, 
C3-7cycloalkyl, Cj-TcycloalkylCMalkyl, aryl, HetS Het^Ci^kyi, Het^ 
Het^Ci^alkyl; 

Ri may also be a radical of fonnula 



R9 , Rioa and Riob are, eadi independently, hydrogen, Ci^alkyloxycatbonyl, 
carboxyl, aminocaibonyl, mono- or di(CMalkyl)aniinocaibonyl, . 
C3.7cycloalkyI, Ca^alkenyl, Ca^alkyayl or CMalkyl optionally substituted 
with aryl, Het\ Het^ Ca-vcycloalkyl, CMalkyloxycarbonyl, caiboxyl, 
aminocaibonyl, mono- or di(CMalkyl)aminocarbonyl, aminosulfonyl, 
CMalkylS(0)t, hydroxy, cyano, halogen or amino optionally mono- or 
disubstituted where the substituents are selected from Ci-4alk)4, aryl, 
arylCMalkyl, Ca-ycycloalkyl, C3-7cycloalkylCMalk>4, Het\ Het^ , 
Het^CMalkyl and Het^CMaUcyl; whereby R9, Rioa and the caibon atoms to 
which they are attached may also form a Ca-ycycloalkyl radical; 
Riia is hydrogen, C2-6alkenyl, C2^alkynyl, Cs-vcycloalkyl, aryl, aminocarbonyl 
optionally mono- or disubstituted, aminoCMalkylcarbonyloxy optionally 
mono- or disubstituted, CMalkyloxycarbonyl, aryloxycarbonyl, Het^oxy- 
carbonyl, Het^oxycarbonyl, aryloxycarbonylCMalkyl, arylCMalkyloxy- 
carbonyl, CMalkylcarbonyl, Cs-Tcycloalkylcarbonyl, 

C3.7cycloalkylCi.4alkyloxycarbonyl, C3.7cycloalkylcaibon)doxy, 
carboxylCMalkylcaibonyloxy, CMalkylcarbonyloxy, arylCi- 
4alkylcarbonyloxy, arylcarbonyloxy, aryloxycarbonyloxy, Het^carbonyl, 
Het^carbonyloxy, Het^CMalkyloxycarbonyl, Het^carbonyloxy, Het^Ci- 
4alkylcarbonyloxy, Het^Ci^alkyloxycarbonyloxy or CMalkyl optionally 
substituted with aryl, aryloxy, Het^ or hydroxy, wherein the substituents 
on the amino groups are each independently selected from Ci-4alkyl, aryl, 
arylCi^alkyl, C3.7cycloalkyl, C3.7cycloalkylCMalkyl, Het^ Het^, Het^Ci- 
4alkyl and Het^CMalkyl; 
Riib is hydrogen, C3-7cycloalkyl, Ca-ealkenyl, C2-6alkynyl, aryl, Het^ Het^ or 
CMalkyl optionally substituted with halogen, hydroxy, CMalkylS(=0)t, 
aryl, Cs.vcycloalkyl, Het^ Het^, amino optionally mono- or disubstituted 
where the substituents are selected from CMalkyl, aryl, arylCMalkyl, 




Rllb ^ 



wherein 



wo 02/083657 PCT/EP02/01788 



C3.7cycloalkyl, Ca-vcycloalkylCMalkyl, Het', Het^, Het^CM^l and 
Het^CMalkyl; 

whereby Ri ib may be linked to the remainder of the molecule via a sulfonyl group; 

each independently t is zero, 1 or 2; 
5 R2 is hydrogen or Ci^alkyl; 

Lis -G(=OK -O.C(=OK -NR8-C(-0)-, -O-Ci^alkanediyl-^^^ 

diyl-C(=0)-, -S(=0)2-, -0-S(=0)2-, -NR8-S(=0)2 whereby either the C(=0) group 

or the S(=0)2 group is iattached to the NR2 moiety, 
R3 is Ci^alkyl, aryl, C3.7cycloalkyl, Cs-TcycloalkylCMalkyl, or arylCMalkyl; 
10 R4 is hydrogen, CUalkyloxycarbonyl, carboxyl, aminocarbonyl, mono- or 

di(CMalkyI)aminocarbonyl, Cs-ycycloalkyl, Cj-ealkenyl, Co-ealkynyl or Ci^alkyl 

optionally substituted with aryl, Het^ Het^ C3.7cycloalkyl, Ci^alkyloxycarbonyl, 

carboxyl, aminocarbonyl, mono- or di(CMaIkyl)aniinocarbonyl, aminosulfonyl, 

CMalkylS(=0)t, hydroxy, cyano, halogen or amino optionally mono- or 
15 disubstituted where the substituents are selected from CMalkyl, aryl, aryl- 

CMalkyl, C3.7cycloalkyl, C3.7cycloalkylCMalkyl, Het^ Het^, Het^CMalkyl and 

Het^CMalkyl; 

A is Ci-6alkanediyl, -C(=0)-, ^C(=S)-, -S(=0)2-, Ci^alkanediyl-C(=0)-, Ci^alkane. 

diyl-C(=S)- or Ci-6alkanediyl-S(=0)2-; whereby the point of attachment to the 
20 nitrogen atom is the Ci-6alkanediyl group in those moieties containing said group; 

R5 is hydrogen, hydroxy, Ci^aUcyl, Het'C^alkyl, Het^Ci^alkyl, aminoCi^alkyl 

whereby the amino group may optionally be mono- or di-substituted with 

Ci^alkyl; 

R6 is Ci^alkyloxy, Het\ Het'oxy, Het^, Het?oxy, aryl, aryloxy or amino;' and in case 
25 -A- is other than Ci-ealkanediyl then R^ may also be Ci^alkyl, Het^CMalkyl, 

Het^oxyCMalkyl, Het^CMalkyl, HetWyCMalkyl, arylCi^alkyl, aryloxyCMalkyl 
or aminoCMalkyl; whereby each of the amino groups in the definition of Re may 
optionally be substituted with one or more substituents selected fiom Ci^alkyl, 
CMalkylcarbonyl, Ci^alkyloxycarbonyl, aryl, arylcarbonyl, aryloxycarbonyl, 
30 Het\ Het^, arylCMalkyl, Het^CMalkyl or Het^CMalkyl; and 

R^ and -A-R^ taken together with the nitrogen atom to wMch they are attached may 
also form Het^ or Hei?. 

This invention also envisions the quatemization of the nitrogen atoms of the present 
35 compounds, A basic nitrogen can be quatemized with any agent known to those of 
ordinary skill in the art including, for instance, lower alkyl halides, dialkyl sulfates, 
long chain halides and aralkyl halides. 
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Whenever the term "substituted" is used in defining the compounds of formula (I), it is 
meant to indicate that one or more hydrogens on ttie atom indicated in the expression 
using "substituted" is replaced with a selection from the indicated group, provided that 
the indicated atom's normal valency is not exceeded, and that the substitution results in 
5 a chemically stable compound, i.e. a compound that is sufficiently robust to survive 
isolation to a useful degree of purity from a reaction mixture, and formulation into a 
therapeutic agent. 

As used herein, the term *'ha]o" or *1ialogen" as a group or part of a group is generic for 
1 0 fluoro, chloro, bromo or iodo. 

The term "CMalkyl" as a group or part of a group defines straight and branched 

chained saturated hydrocarbon radicals having from 1 to 4 carbon atoms, such as, for 

' example, methyl, ethyl, propyl, butyl and 2-methyl-propyl, the like. 

The term "Ci-6alkyl" as a groiq) or part of a group defines strai^t and branched 
15 chained saturated hydrocarbon radicals having from 1 to 6 carbon atoms such as the 

groups defined for CMalkyl and pentyl, hexyl, 2-methylbutyl, 3-methylpentyl and the 

like. 

The term "Ci-6alkanediyr' as a group or part of a group defines bivalent straight and 
branched chained saturated hydrocarbon radicals having from 1 to 6 carbon atoms such 
20. as, for example, methylene, ethan-l,2-diyl, propan-l,3-diyl, propan-l,2-diyl, butan-1,4- 
diyl, pentan-l,5-diyl, hexan-l,6-diyl, 2-methylbutan-l,4-diyl, 3-methylpentan-l,5-diyl 
and the like. 

The term "C2.6alkenyl" as a group or part of a group defines straight and branched 
25 chained hydrocarbon radicals having from 2 to 6 carbon atoms containing at least one 
double bond such as, for example, ethenyl, propenyl, butenyl, penten)4, hexenyl and 
the like. 

The term "Ca^alkynyl" as a group or part of a group defines straight and branched 
chained hydrocarbon radicals having from 2 to 6 carbon atoms containing at least one 
30 triple bond such as, for example, ethynyl, propynyl, butynyl, pentynyl, hexynyl and the 
like. 

The term "Ca-vcycloalkyl" as a group or part of a group is generic to cyclopropyl, 
cyclobutyl, cyclopentyl, cyclohexyl or cycloheptyl. 

The term "aryl" as a group or part of a group is meant to include phenyl and naphtyl 
35 which both may be optionally substituted with one or more substituents independently 
selected firom Ci-6alkyl, Ci^alkyloxy, halogen, hydroxy, optionally mono- or 
disubstituted amino, nitro, cyano, haloCi-ealkyl, carboxyl, Ci^alkoxycaibonyl, 
C3-7cycloalkyl, Het^ optionally mono- or disubstituted aminocarbonyl, optionally 
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mono- or disubstituted aminoCi^alkyl, melhylthio, methylsulfonyl, and phenyl 
optionally substituted with one or more substituents selected from Ci-ealkyi, Ci- 
ealkyloxy, halogen, hydroxy, optionally mono- or disubstituted amino, nitro, cyano, 
haloCi-ealkyl, carboxyl, Ci^alkoxycarbonyl, Ca-vcycloalkyl, Het\ optionally mono- or 

5 disubstituted aminocarbonyl, methylthio and methylsulfonyl; whereby the optional 
substituents on any amino function are independently selected from Ci^alkyl, Ci- 
ealkylcarbonyl, Ci^alkyloxy-A-, Het^-A-, Het^Ci^alkyl, Het^Ci^alkyl-A-, Het^oxy-A-, 
Het^oxyCMakyl-A-, phenyl-A-, phenyl-oxy-A-, phenyloxyCi-4alkyl-A-, phenjdCi- 
6alkyl-A-, Ci_6alkyloxycarbonylamino-A-, amino-A-, aminoCi^alkyl and aminoCi- 

10 6alkyl-A- whereby each of the amino groups may optionally be mono- or where 
possible di-substituted with CMalkyl and whereby A is as defined above. 
The temi "haloCi-galkyr' as a group or part of a group is defined as Ci^alkyl 
substituted with one or more halogen atoms, preferably, chloro or fluoro atoms, more 
preferably fluoro atoms. Preferred haloCi^alkyl groups include for instance Irifluoro- 

1 5 methyl and difluoromethyl. 

The temi **Het^" as a group or part of a group is defined as a saturated or partially 
unsaturated monocyclic, bicychc or tricyclic heterocycle having preferably 3 to 14 ring 
•members, more preferably 5 to 10 ring members and more preferably 5 to 8 ring 
members, which contains one or more heteroatom ring members selected from 

20 nitrogen, oxygen or sulfur and which is optionally substituted on one or more carbon 
atoms by Ci^alkyl, Cj^alkyloxy, halogen, hydroxy, oxo, optionally mono- or 
disubstituted amino, nitro, cyano, haloCi^alkyl, carboxyl, Ci-ealkoxycarbonyl, 
C3.7cycloalkyl, optionally mono- or disubstituted aminocarbonyl, optionally mono- or 
disubstituted aminoCi-salkyl, methylthio, methylsulfonyl, aryl and a saturated or 

25 partially unsaturated monocyclic, bicyclic or tricyclic heterocycle having 3 to 14 ring 
members which contains one or more heteroatom ring members selected from nitrogen, 
oxygen or sulfur and whereby the optional substituents on any amino function are 
independentiy selected from Ci^alkyl, Ci^alkylcarbonyl, Ci^alkyloxy-A-, .Het^-A-, 
Het^Ci^alkyl, Het^Ci^alkyl-A-, Het^oxy-A-, Het^oxyCi^akyl-A-, aryl-A-, aryloxy-A-, 

30 aryloxyCi^alkyl-A-, arylCi-ealkyl-A-, Ci-ealkyloxycarbonylamino-A-, amino-A-, 
aminoCi-6alkyl and aminoCi-ealkyl-A- whereby each of the amino groups may 
optionally be mono- or where possible di-substituted with CMalkyl and whereby A is 
as defined above. 

The temi "Het^" as a group or part of a group is defined as an aromatic monocyclic, 
35 bicyclic or tricyclic heterocycle haviag preferably 3 to 14 ring members, more 
preferably 5 to 10 ring members and more preferably 5 to 6 ring members, which 
contains one or more heteroatom ring members selected fibm nitrogen, oxygen or 
sulfur and which is optionally substituted on one or more carbon atoms by Cj^alkyl, 
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Ci^aikyloxy, halogen, hydroxy, optionally mono- or disubstituted amino, nitro, cyano, 
haloCi^alkyl, carboxyl, Cualkoxycarbonyl, C3-7cycloalkyl, optionally mono- or 
disubstituted aminocarbonyl, optionally mono- or disubstituted aminoCi^alkyl, 
methylthio, methylsulfonyl, aryl, Het^ and an aromatic monocyclic, bicyclic or tricyclic 

5 heterocycle having 3 to 14 ring members; whereby the optional substituents on any 
amino function are independently selected from Ci-ealkyl, Ci^alkylcaibonyi, 
Ci^alkyloxy-A-, Het*-A-, Het^CMalkyl, Het^Ci-dalkyl-A-, Het^oxy-A-, Het^oxy- 
CMakyl-A-, aryl-A-, aryloxy-A-, aryloxyCMalkyl-A-, arylCi^alkyl-A-, Ci^alkyloxy- 
carbonylamino-A-, amino-A-, aminoCi^alkyl and aminoCi^alkyl-A- whereby each of 

10 the amino groups may optionally be mono- or where possible di-substituted with 
CMalkyl and whereby A is as defined above. 

As used herein, the term (=0) forms a caibonyl moiety with the carbon atom to which 
it is attached. 

As xised herein before, the terai "one or more" covers the possibility of all the. available 
C-atoms, where appropriate, to be substituted, preferably, one, two or three. 

When any variable (e.g. halogen or CMalkyl) occurs more than one time in any 
20 constituent, each definition is independent. 

The temi "prodrug" as used throughout this text means the pharmacologically 
acceptable derivatives such as esters, amides and phosphates, such that the resulting in 
vivo biotransformation product of the derivative is the active drug as defined in the 

25 compounds of formula (I). The reference by Goodman and Oilman (The 
Pharmacological Basis of Therapeutics, 8*^ ed, McGraw-Hill, Int Ed. 1992, 
"Biotransformation of Drugs", p 13-15) describing prodrugs generally is hereby 
incorporated. Prodrugs , of a compound of the present invention are prepared by 
modifying functional groups present in the compound in such a way that the 

30 modifications are cleaved, either in routine manipulation or in vivo, to the parent 
compound. Prodrugs include compounds of the present invention wherein a hydroxy 
group, for instance the hydroxy ffoup on the asymmetric caibon atom, or an amino 
group is bonded to any group that, when the prodmg is administered to a patient, 
cleaves to form a firee hydroxyl or firee amino, respectively. 

35 

Typical examples of prodrugs are described for instance in WO 99/33795, 
WO 99/33815, WO 99/33793 and WO 99/33792 all incorporated herein by reference. 
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Prodrugs are characterized by excellent aqueous solubility, increased bioavailability 
and are readily metabolized into the active inhibitors in vivo. 

For therapeutic use, the salts of the compounds of fomula (I) are those wherein the 
5 counteriori is pharmaceutically or physiologically acceptable. However, salts having a 
pharmaceutically unacceptable counterion may also find use, for example, in the 
preparation or purification of a pharmaceutically acceptable compound of formula (I). 
All salts, whether pharmaceutically acceptable or not are included within the ambit of 
the present invention. 

10 

The pharmaceutically acceptable or physiologically tolerable addition salt forms which 
the compounds of the present invention are able to form can conveniently be prepared 
using the appropriate acids, such as, for example, inorganic acids such as hydrohalic 
acids, e.g. hydrochloric or hydrobromic add; sulfide; nitric; phosphoric and the like 
15 acids; or orgatuc adds such as, for example, acetic, propanoic, hydroxyacetic, lactic, 
pyruvic, oxalic, malonic, sucdnic, maleic, fumaric, malic, tartaric, citric, methane- 
sulfonic, ethanesulfonic, benzenesulfonic, p-toluenesulfonic, cyclamic, salicyUc, 
;7-amino-saUcylic, pamoic and the like acids. 

20 Conversely said add addition salt forms can be converted by treatment with an 
appropriate base into the firee base form. 

The compounds of formula (I) containing an addic proton may also be converted into 
their non-toxic metal or amine addition salt form by treatment with appropriate organic 
25 and inorganic bases. Appropriate base salt forms comprise, for example, the 
ammonium salts, the alkali and earth alkaline metal salts, e.g. the lithium, sodium, 
potassium, magnesium, caldum salts and the like, salts with organic bases, e.g. the 
benzathine, N-meftiyl, -D-glucamine, hydrabamine salts, and salts with amino acids 
such as, for example, arginine, lysine and the like. 

30 

Conversely said base addition salt forms can be converted by treatment with an 
appropriate add into the firee acid form. 

The term "salts" also comprises the hydrates and the solvent addition forms which the 
35 compounds of the present invention are able to form. Examples of such forms are e.g. 
hydrates, alcoholates and the like. 

The AT-oxide forms of the present compounds are meant to comprise the compounds of 
formula (I) wherein one or several nitrogen atoms are oxidized to the so-called iV-oxide. 
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The present compounds may also exist in fheir tautomeric forms. Such fonns, although 
not explicitly indicated in the above formula are intended to be included within the 
scope of the present invention. 

5 

The tenn stereochemically isomeric forms of compounds of the present invention, as 
used hereinbefore, defines all possible compounds made up of the same atoms bonded 
by the same sequence of bonds but having different three-<limensional stractures which 
are not interchangeable, which the compounds of the present invention may possess. 

10 Unless otherwise mentioned or indicated, the chemical designation of a compound 
encompasses the mixture of all possible stereochemically isomeric forms which said 
compound may possess. Said mixture may contain all diastereomers and/or 
. euantiomers of the basic molecular structure of said compound. All stereochemically 
isomeric forms of the compounds of the present invention both in pure form or in 

15 admixture with each other are intended to be embraced within the scope of the presmt 
invention. 

Pure stereoisomeric forms of the compounds and intermediates as mentioned herein are 
.defined as isomers substantially free of other enantiomeric or diastereomeric forms of 

20 the same basic molecular structure of said compounds or intermediates. In particular, 
the term *stereoisomerically pure' concems compounds or intermediates having a 
stereoisomeric excess of at least 80% (i. e. minimum 90% of one isomer and Tnayimmp 
10% of Ihe other possible isomers) up to a stereoisomeric excess of 100% (i.e. 100% of 
one isomer and none of flie other), more in particular, compoimds or intermediates 

25 having a stereoisomeric excess of 90% up to 100%, even more in particular having a 
stereoisomeric excess of 94% up to 100% and most in particular having a 
stereoisomeric excess of 97% up to 100%. The tenns 'enantiomerically pure' and 
'diastereomerically pure' should be understood in a similar way, but then having regard 
to the enantiomeric excess, respectively the diastereomeric excess of the mixture in 

30 question. 

Pure stereoisomeric forms of the compounds and intermediates of this invention may 
be obtained by the application of art-known procedures. For instance, enantiomers may 
be separated from each other by the selective crystallization of their diastereomeric 
35 salts with optically active acids. Alternatively, enantiomers may be separated by 
chromatographic techniques using chiral stationary phases. Said pure stereochemically 
isomeric forms may also be derived from the corresponding pure stereochemically 
isomeric forms of the appropriate starting materials, provided that the reaction occurs 
stereospecifically. Preferably, if a specific stereoisomer is desired, said compound will 
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be synthesized by stereospecific methods of preparation. These methods will 
advantageously raiploy enantiomerically pure starting materials. 

The diastereomeric racemates of formula (I) can be obtained separately by conventional 
5 methods; Appropriate physical separation methods which may advantageously be 
employed are, fOr example, selective crystallization and chromatography, e.g, column 
chromatography. 

It is clear to a person skilled in the art that the compounds of fonnula (I) contain at least 
10 one asymmetric center and thus may exist as different stereoisomeric forms. This 
asymmetric center is indicated with a asterisk (*) in the figure below. 




The absolute configuration of each asymmetric center that may be present in the 
compounds of fonnula (I) may be indicated by the stereochemical descriptors R and S, 
15 this R and S notation corresponding to the rules described in Pure Appl. Chem. 1976, 
45, 11-30. The carijon atom marked with the asterisk (*) preferably has the R 
configuration. 

The present invention is also intended to include all isotopes of atoms occurring on the 
20 present compounds. Isotopes include those atoms havmg the same atomic number but 
different mass numbers. By way of general example and without limitatiori, isotopes of 
hydrogCTi include tritium and deuterium. Isotopes of carbon include C-13 and C-14. 

Whenever used hereinafter, the terai "compounds of formula (I)", or "the present 
25 compounds" or similar term is meant to include the compounds of general formula (I), 
their JV-oxides, salts, stereoisomeric forms, racemic mixtures, prodrugs, est^s and 
metabolites, as well as their quatemized nitrogen analogues. 

A particular group of compounds are those compounds of formula (I) wherein one or 
30 more of the following restrictions apply : 

Rj is hydrogen, Het\ Het^, aryl, Het^Ci-6alkyI, Het^Ci.6alkyl, arylCi^alkyl, more in 
particular, Ri is hydrogen, a saturated or partially unsaturated monocycUc or 
bicyclic heterocycle having 5 to 8 ring members, which contains one or more 
heteroatom ring members selected from nitrogen, oxygen or sulfur and which is 
35 optionally substihited, phenyl optionially substituted with one or more 
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substituents, an aromatic monocyclic heterocycle having 5 to 6 ring members, 
which contains one or more heteroatom ring members selected from nitrogen, 
oxygen or sulfur and which is optionally substituted on one or more carbon 
atomSj or Ci-6alkyl substituted with an aromatic monocyclic heterocycle having 5 
5 to 6 ring members, which contains one or more heteroatom ring members 

selected from nitrogen, oxygen or sulfiir and which is optionally substituted on 
one or more carbon atoms; 

Riia is H, alkyloxycaifoonyl; 

Rub is Cl-4 alkyi optionally substituted with aryl; 
10 R2is hydrogen; 

Lis -C(=OK -0-C(=0)-,-Q-Ci-6alkanediyl-C(=0)-, -NR8-Ci^alkaaediyl-C(=0), . 
more in particular, L is -C(=0)-, "0-C(=0)-,-CM:::H2"C(=0)-, whereby in each 
case the C(=0) group is attached to the NR2 moiety; 
R3 is arylCMalkyl, in particular, arylmethyl, more in particular phenylmethyl; 
15 R4 is optionally substituted Ci,6alkyl, in particular Ci^aUcyl optionally substituted with 
aryl, Het\ Het^, C^ycycloalkyi or amino optionally mono- or disubstituted where 
the substiturats are selected from CMalkyl, aryl, Het^ and Het^; 
A is Ci-6alkanediyl, -C(=0)- or Ci^alkanediyl-C(=0)-, in particular, A is methylene, 
1,2-ethanediyl, 1,3-propanediyl, -C(=0)- or -CH2-C(=0)-; 
20' R5 is hydrogen, Cj-^alkyl, Het^Cuealkyl, aminoCj-ealkyl whereby the an^no group may 
optionally be mono- or di-substituted with Ci^alkyl; 
R5 is Ci^alkyloxy, Het\ aryl, amino; and in case -A- is other than Ci-6alkanediyl then 
R^ may also be Ci^alkyl, Het'CMalkyl, aryloxyCMalkyl or aminoCMalkyl; 
whereby each of the amino groups may optionally be substituted; or 
25 R^ and -A-R^ taken together with the nitrogen atom to which they are attached naay 
also form Het^ 

A special group of compounds are those compounds of formula (I) wherein Ri is Het^ 
aryl, Het^C^ealkyl; R2 is hydrogen; L is -C(=0)-, -0-C(=0)-, -O-CH2-C(=0)-, 
30 whereby in each case the C(=0) group is attached to the NR2 moiety; R3 is 
phenylmethyl; and R4 is Ci^alkyl. 

Also a special group of compounds are those compounds of formula (I) wherein A is 
Ci.6alkanediyl or -C(=0)s R5 is hydrogen, methyl, Het^Ci^ealkyl, aminoCi^alkyl 
35 whereby the amino group may optionally be mono- or di-substituted with CMalkyl; R^ 
is Ci^alkyloxy, Het\ amino; and in case -A- is other than Ci^alkanediyl then R^ may 
also be Ci-6alkyl, Het^CMalkyl or aminoCMalkyl; whereby each of the amino groups 
may optionally be substituted. 
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An interesting group of compounds are those compounds of formula (I) wherein -A- is 
caibonyl and is aryl, Het^CMalkyl, aryloxyCMalkyl or aminoCMalkyl, whereby the 
amino groups may optionally be substituted; or -A- is carbonyl, Re is Cualkyl and R5 
5 is Het^Ci^alkyl or aminoCi^ealkyl whereby the amino group may optionally be mono- 
or di-substituted with Ci^alkyl . 

Another interesting group of compounds are those compounds of formula (I) wherein - 
A- is Ci-6alkanediyl and Re is amino and Het^; whereby the amino group may 
10 optionally be mono- or di-substituted with Ci^alkyl. 

Another interesting group of compounds are those compounds of formula (I) wherein 
Ri hydrogen, Ci-6allcyl, Ci-ealkenyl, arylCi^alkjd, Cs-Tcycloalkyl, Cs-TcycloalkjdCi- 
salkyl, aryl, Het\ Het*Ci^alkyl, Het^, Het^Ci-ealkyl; wherein Het^ is a saturated or 
15 partially unsaturated monocyclic heterocycle having 5 or 6 ring members, which 
contains one or more heteroatom ring members selected from nitrogen, oxygen or 
sulfur and which is optionally substituted on one or more carbon atoms. 

Another interesting group of compounds are those compounds of formula (I) wherein L 
20 is -CM:i-6alkanediyi-C(=0)-. 

Another interesting group of compounds are those compounds of formula (I) wherein 
A is Ci-6alkanediyl, -C(=0)- or Ci^alkanediyl-C(=0)s whereby the point of 

attachment to the nitrogm atom is the Ci^alkanedijd group in those moieties 
25 containing said group; 

Rs is hydrogen, Ci.6alkyl, Het^Ci^alkyl, Het?Ci^alkyl, aminoCi^alkjd whereby the 

amino group may optionally be mono- or di-substituted with CMalkyl; and 
in case -A- is -C(=0)- then R^ is Ci-6alkyloxy, Het\ Het^oxy or Het^oxy, aiyl, 

Het^CMalkyl, Het^oxyCMalkyl, Het^CMaUcyl, HetWCMaUcyl, arylCMalkyl, 
30 aryloxyCMalkyl or aminoCMalkyl; and 

in case -A- is Ci^alkanediyl then R^ is amino, Ci^alkyloxy, Het^ Het^oxy or Het^oxy; 

and 

in case -A- is Ci.6alkanediyl-C(=0)- then R^ is Ci^alkyloxy, Het\ Het^oxy or Het^oxy, 
aryl, Ci^alkyl, Het^CMalkyl, Het'oxyCi^alkyl, Het^CMalkyl, Het^oxyCMalkyl, 
35 arylCi^alkyl, aryloxyCMalkyl or aminoCMalkyl; 

whereby each of the amino groups in the definition of Re may optionally be substituted 
with one or more substituents selected from CMalkyl, CMalkylcarbonyl, 
CMalkyloxycarbonyl, aryl, arylcarbonyl, aryloxycarbonyl, Hct\ Het^, arylCj. 
4alkyl, Het^CMalkyl or Het^CMalkyl; and 
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and -A-R^ taken together with the nitrogen atom to which they are attached may 
also form Het' whereby Het^ is substituted by at least an oxo group. 

Interesting compounds are those wherein L is -0-Ci.6alkanediyl-C(=0)- or -NRg-Ci-e- 
alkanediyl-C(=0)- and Ri is a radical of formula 



(D) 




R9 



wherem 

R9 is 0x0 , 

Rioa and Riob are, each independently, hydrogen or Ci^alkyl optionally 
10 substituted with aryl, Het\ Het^, CMalkyloxycarbonyl, carboxyl, 

aminocarbonyl, hydroxy, or amino optionally mono- or disubstituted 

vfhescG the substituents are selected from CMalkyl, 
Riia is arylCMalkyl, or CMalkyl optionally substituted with aryl or halogen and 
Riib is hydrogen, or Ci-^alkyloxycarbonyl. 



15 



Also interesting compounds are those wherein L is -0-Ci.6alkanediyl-C(=0)- or -NR«- 
Ci.6alkanediyl-C(=0)- and Ri is a radical of formula 




wh^ein 
20 R9 is 0x0 , 

Rioa and Riob are hydrogen, 

Riia is arylCi-4alkyl wherein the aryl group is substituted with a halogen and 
Rub is hydrogen, or Ci^alkyloxycarbonyl. 

25 Other uiteresting compounds are those wherein L is -0-Ci.6alkanediyl-C(=0)- or -NRg- 
Ci^alkanediyl-C(=0)- and Ri is a radical of formula 

Riib R9 
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wherem R9 is 0x0 , Rioa and Riob are hydrogen, Riia is m-fluorobenzyl and-Rub is 
hydrogen, or Ci^alkyloxycarbonyl. 

Yet other interesting compounds are those wherein L is -0-Ci^alkanediyl"C(=0)- or 
-NR8-Ci^alkanediyl-C(=0)- and Ri is a radical of formula 

OD 

wherein R9 is 0x0, Rioa and Riob are hydrogen, Rua is m-fluorobenzyl and Rub is 
hydrogen. 

10 Other interesting compounds are those wherein L is -0-Ci^alkanediyl-C(=0)- or -NRg- 
Ci^alkanediyl-C(=0)- and R\ is a radical of formula 



15 





(D) 

wherein R9 is 0x0, Rioa and Riob are hydrogen, Riu is w-fluorobenzyl and Rub is tert- 
butyloxycarbonyl. 



Interestingly, the compounds of the present invention may comprise chemically 
reactive moieties capable of forming covalent bonds to localized sites such that said 
compoxmd have increased tissue retention and half-lives. Hie term "chemically reactive 
group" as used herein refers to chemical groups capable of forming a covalmt bond. 
20 Reactive groups will generally be stable in an aqueous environment and will usually be 
carboxy, phosphoryl, or convenient acyl group, either as an ester or a mixed anhydride, 
or an imidate, or a maleimidate thereby enable of forming a covalent bond with 
functionalities such as an amino group, a hydroxy or a fliiol at the target site on for 
example blood components. 

25 

Upon administration to an individual in need thereof, said compound is capable of 
forming covalent bonds to localized sites, with blood component for example, such that 
said compound according to the invention has increased tissue retention and half-lives. 
Usually, the covalent bond that is formed should be able to be maintained during the 
30 lifetime of the blood component, unless it is intended to be a release site. A major 
advantage of said new compound is the small amount of compound necessary to 
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provide an effective effect The reasons for this advantage are explained by the 
targeting of the dehvery, the high yield of reaction between the reactive entity Y and 
reactive functionality and the irreversible nature of the bond formed after reaction. 
Furthermore, once bound to the membrane or tissue said compound according to the 
5 inv«ition is not susceptible to liver metabolism, kidney filtration and excretion, and 
may even be protected from protease (inclusive of endopeptidase) activity which 
usually leads to loss of activity and accelerated elimination. 

"Blood components" as used herein refers to either fixed or mobile blood components. 

10 Fixed blood components are non-mobile blood components and include tissues, 
membrane receptors, interstitial proteins, fibrin proteins, collagens, platelets, 
endothelial cells, epithelial cells and their associated membrane and membranous ' 
receptors, somatic body cells, skeletal and smooth muscle cells, neuronal components, 
osteocytes and osteoclasts and all body tissues especially those associated with the 

15 circulatory and lymphatic systems. Mobile blood components are blood coiiq)onents 
that do not have a fixed situs for any extended period of time, generally not exceeding 
5, more usually one minute. These blood components are not membrane-assodated 
and are present in the blood for extended periods of time and are present in a minimum 
•concentration of at least 0.1 jig/ml. Mobile blood components include serum albumin, 

20. transferrin, ferritin aad immunoglobulins such as IgM and IgG. The half-life of mobile 
blood components is at least about 12 hours. 

The compounds of formula (I) can generally be prepared using procedures analogous to 
those procedures described in WO 95/06030, WO 96/22287, WO 96/28418, WO 
25 96/28463, WO 96/28464, WO 96/28465 and WO 97/18205. 

Particular reaction procedures to make the present compounds are described below. In 
the preparations described below,the reaction products may be isolated fix)m the 
medium and, if necessary, further purified according to methodologies generally known 
30 in the art such as, for example, extraction, crystallization, trituration and 
chromatography. 
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Scheme A 




(^6) (a-8) 



The 2-acetamido-6-chloTosulfonylbenzothiazole (intermediate a-2) was prepared 
following the procedure described in EP-A-0,445,926. Intermediates a-4 were 

5 prepared by reacting an intermediate a-3, prepared according to the procedure 
described in WO97/18205 and also depicted in scheme F, with an intermediate a-2 in a 
reaction-inert solvent such as dichloromethane, and in the presence of a base such as 
triethylamine and at low temperature, for example at 0 °C. Hie Boc group in the 
intermediate a-3 is a protective ter^-butyloxycaxbonyl group. It may conveniently be 

1 0 replaced by another suitable protective group such as phtalimido or benzyloxycarbonyl. 
Using intermediate a-4 as a startmg material, intermediate a-5 was deprotected using an 
acid such as trifluoroacetic acid in a suitable solvent such as dicloromethane. The 
resulting intermediate may be fiirther reacted with an intermediate of formula 
Rj-L-(leaving group) in the presence of a base such as triethylamine and optionally in 
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10 



the presence of l-(3-dimethylaminopropyl)-3-ethylcarbodiimide hydrochloric arid 
(EDC) or an alcohol such as ^er/-butanol, and in a suitable solvent such as 
dichloromethane; thus forming intermediates a-6. Particularly, intermediates of 
formula RrC(=0)-OH are suitable to further react with an intermediate a-5. 

Alternatively, intermediates a-4 may be deprotected with a strong add such as 
hydrochloric acid in isopropanol, in a suitable solvent such as a mixture of ethanol and 
dioxane, thus preparing an intermediate a-7. Intermediates a-8 can be prepared 
analogously to the procedure described for the preparation of intennediates a-6. 
Scheme B 



(b-1) 



CISO3H 



(b-2) 




R2 OH 
(b-3) 



(b-5) (M) 

^ H^N-A-R, 



(b^) 



1 



Cb-7) 



(b-9) 



(b-10) 
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Intermediate b-5 can be prepared according to the procedure described in scheme A. 
The aminobenzothiazole derivative b-5 can be de-aminated by for instance treatment 
with sodium nitrite in combination with phosphoric acid, and subsequently with copper 
sulphate and sodium chloride, thus obtaining an intermediate b-6. Intermediate b-6 

5 may then be reacted with an interaiediate of formula Ri-L-(leaving group) in the 
presence of a base such as triethylamine and optionally in the presence of EDC or an 
alcohol such as t-butanol, and in a suitable solvent such as dichloromethane, thus 
obtaining an intermediate b-8. Intermediate b-8 may further be derivatized with an 
amine of formula H2N-A-R6 in a suitable solvent such as acetonitrile to obtain an 

10 intermediate b-9. Alternatively, intermediates b-6 may first be reacted with HaN-A-R^ 
and then with formula Ri-L-(leaving group) as is shown in scheme B. Intermediate b-9 
can finally be fiirther reacted with R5COCI or a fimctional equivalent thereof in the 
presence of a base such as triethylamine and in a suitable solvent such as 
dichloromethane. Conveniently, said reaction is carried out under an inert atmosphere. 

IS Scheme C 
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An alternative way of preparing compounds of formula (J) is exemplified in schraie C. 
Intermediate c-1, prepared according to the procedure described in US 6,140;505, was 
reacted with thiocarbonyldiimidazole in a reaction inert solvent sucdi as 
tetrahydrofuran, and the resulting intermediate was further reacted with an amine such 
5 as for instance dimethylethylamine, thus obtaining the thiourea derivative c-2. Said 
intermediate c-2. was then cyclized with bromine in the presence of an acid such as 
acetic acid, thus obtaining a benzthiazole derivative c-3. Hie following two steps in 
scheme C are analogous as those described for the preparation of intermediates a-5 and 
a*6 in sdieme A. If so desired, intermediate c-5 can be iV-oxidized using for example 
1 0 meta chloroperbenzoic acid in dichloromethane. 

.A particular way of preparing acetamide substituted benzotiuazoles is depicted in 
scheme D. 



Scheme D 




Intermeiiiate d-1, prepared following the procedure as described in Scheme A, maybe 
reacted with chloroacetylchloride, or a functional analogue, in the presence of a base 
such as triethylamine and in a solvent such as 1,4-dioxane in order to obtain an amide 
of formula d-2. Said intermediate d-2 can further be reacted with an amine of formula 



20 NRaRb whereby Ra and Rb are defined as the possible substituents on an amino group 
in the variable Re. 

Another particular way of preparing acetamide substituted b^izothiazoles is depicted in 
scheme E. 
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Scheme £ 




Intermediate e-2 can be prepared by treating intermediate e-1, prepared following the 
procedure described in scheme A, with a base such as sodiumcarbonate in an aqueous 
5 medium such as a water dioxane mixture. The synthesis steps depicted in scheme E to 
obtain intermediate e-6 are all analogous to reaction procedures described in the above 
synthesis schemes. 

A numb^ of intermediates and starting materials used in the foregoing preparations are 
10 known compounds, while others may be prepared according to art-known 
methodologies of preparing said or similar compounds. 
Scheme F 




(f-1) (f-2) 
Intermediate f-2, corresponding to intermediate a-3 in scheme A, may be prqjared by 
15 adding an amine of formula H2N-R4 to an intermediate f-1 in a suitable solvent such as 
isopropanol. 
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The compounds according to the present invention may also be prepared according to 
the method as depicted in scheme G. 

Scheme G 




5 <B^) 

The benzothiazole derivative g-1 may be reacted with chlorosulfonic acid and 
subsequently treated with thionylchloride to yield intermediate g-2. Said intermediate 
g-2 may be further reacted with intermediate g-3 yielding an intemediate g-4 wherein 
10 PG means a suitable protecting group such as for example Boc,. Said reaction may be 
performed in a suitable solvent such as for example 2-methyltetrahydrofuran and 
optionally in the presence of a suitable base such as triethylamine. 

The intermediate g-4 may then be reacted with a suitable reagent such as meta- 
15 chloroperoxybenzoic add (mCPBA) or magnesium monoperoxyphtalate hexahydrate 
(MMPP) in the presence of a suitable solvent such as 2-methyltetrahydrofuran in 
ethanol thereby producing intermediates g-5 and g-6. 

Intermediates g-S and g-6 may be further derivatized with a compound of formula 
20 HN(R5)A-R6 yielding intermediate g-7 after a deprotection reaction. Intermediate g-7 
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may then be reacted with an intermediate of formula Ri-L-(leaving group) in the 
present of a base such as triethylamine and optionally in the presence of EDC or aii 
alcohol such as t-butanol, and in a suitable solvent such as dichloromethane, thus 
obtaining the compound g-8 which is compound of formula (I). 

5 

Another particular way of preparing some compoimds according to the invention is 
depicted in scheme H. 

Scheme H 




(h-5) (h^ 

10 

After deprotection of the protective group of h^l using methods known in the art, such 
as HCl in isopropanol when PG is a Boc group, the free amine is reacted with a 
carboxylic add , in the presence of a coupling agent such as EDC and HOBt, in an 
organic solvent such as dichloromethane, to yield h^. 

hi one preferred embodiment, the carboxylic acid is the Boc-protected L-/€rt-Leucine. 

h-2 is then deprotected as previously described and reacted with chloroacetic acid in 
the presence of EDC and HOBt, in dichloromethane, to give intermediate ItS, which is 
20 further substituted by a primary amine in an organic solvent such as dimethyl 
formamide (DMF), under heating conditions, then protected by an adequate protective 
group such as Boc, to give intermediate h-4 . 
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Intennediate is reacted with meto-chloroperoxybenzoic.add in dichloromefhane to 
give the sulfoxide h:5, further substituted by an amine of formula NHR3R4 in an 
organic solvent such as acetonitrile, under heating conditions. The final compound h-6 
is obtained after removal of the protective group as previously described. 

The compounds of formula (I) may also be converted to the corresponding N-oxide 
forms following art-known procedures for converting a trivalent nitrogen into its iV- 
oxide form as is shown for instance for intennediate c-6 in scheme C. Said A^)xidation 
reaction may generally be carried out by reacting the starting material of formula (I) 

10 with an appropriate organic or inorganic peroxide. Appropriate inorganic peroxides 
comprise, for example, hydrogen peroxide, alkali metal or earth alkaline metal 
. peroxides, e.g. sodium peroxide, potassium peroxide; appropriate organic peroxides 
may comprise peroxy acids such as, for example, benzenecarboperoxoic acid or halo 
substituted benzenecarboperoxoic add, e.g, 3-diloro-ben2enecarboperoxoic acid, 

15 peroxoalkanoic adds, e.g. peroxoacetic acid, alkylhydroperoxides, e.g. tert-hntyl 
hydroperoxide. Suitable solvents are, for example, water, lower alkanols, e.g! ethanol 
and the like, hydrocarbons, e.g. toluene, ketones, e.g. 2-butanon^ halogenated 
hydrocarbons, e.g. dichloromethane, and mixtures of such solvents. 

20 An interesting group of intermediates are those intermediates of formula a-8, b-9 or d-1 
wherein -A-R^ is hydrogen. Said intermediates may also have pharmacological 
properties similar to those pharmacological properties of the compounds of formula (I). 

The present compounds can thus be used in animals, preferably in mammals, and in 
25 particular in humans as pharmaceuticals per se, in mixtures with one another or in the 
form of pharmaceutical preparations. 

Furthermore, the present invention relates to pharmaceutical preparations which as 
active constituents contain an effective dose of at least one of the compounds of 

30 formula (I) in addition to customary pharmaceutically innocuous excipients and 
auxiliaries. The pharmaceutical preparations normally contain 0.1 to 90% by weight of 
a compound of formula (I). The pharmaceutical preparations can be prepared in a 
manner known per se to one of skill m the art For this purpose, at least one of a 
compound of formula (I), together with one or more solid or liquid phannaceutical 

35 excipients and/or auxiliaries and, if desired, in combination with other pharmaceutical 
active compounds, are brought into a suitable administration form or dosage form 
which can then be used as a pharmaceutical in human medicine or veterinary medicine. 
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Pharmaceuticals which contain a compound according to the invention. can be 
administered orally, parenterally, e.g., intravenously, rectally, by inhalation, or 
topically, the prefened administration being dependent on the individual case, e.g., the 
particular coiorse of the disorder to be treated. Oral administration is preferred. 

5 • 

The person skillbd in the art is familiar on the basis of his expert knowledge with the 
auxiliaries which are suitable for the desked pharmaceutical formulation. Beside 
solvents, gel-fonnmg agents, suppository bases, tablet auxiliaries and other active 
compound carriers, antioxidants, displersants, emulsifiers, antifoams, flavor conigents, 
10 preservatives, solubilizers, agents for achieving a depot effect, buffer substances or 
colorants are also useful. 

Due to their favorable pharmacological properties, particularly their activity against 
multi-drug resistant HIV protease enzymes, the compounds of the present invention are 

1 5 useful in the treatment of individuals infected by HIV and for the prophylaxis of these 
individuals. In general, the compounds of the present invention may be uselEul in the 
treatment of warm-blooded animals infected with viruses whose existence is mediated 
by, or depends upon, the protease enzyme. Conditions which may be prevented or 
treated with th^ compounds of the present invention, especially conditions associated ■ 

20 with HIV and other pathogenic retroviruses, include AIDS, AIDS-related complex 
(ARC), progressive generalized lymphadenopatiiy (PGL), as well as cluonic CNS 
diseases caused by retroviruses, such as, for example HIV mediated dementia and 
multiple sclerosis. 

25 The compounds of the present invention or any subgroup tiiereof may therefore be used 
as medicines against above-mentioned conditions. Said use as a medicine or mefliod of 
treatment comprises the systemic administration to HIV-infected subjects of an amount 
effective to combat the conditions associated with HIV and other pathogenic 
retroviruses, especially HIV-l. Consequently, the compounds of the present invention 

30 can be used in the manufacture of a medicament useful for treatmg conditions 
associated with HIV and other pathogenic retroviruses, in particular medicaments 
useful for treating patients infected with multi-drug resistant HIV virus. 

In a preferred embodiment, flie invention relates to the use of a compound of formula 
35 (I) or any subgroup thereof in the manufacture of a medicament for treating or 
combating infection or disease associated with multi-drug resistant retrovirus infection 
in a mammal, in particular HIV- 1 infection. Thus, the invention also relates to a 
method of treating a retroviral infection, or a disease associated with multi-drug 
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resistant retrovirus infection comprising administering to a mammal in need thereof an 
effective amount of a compound of formula (I) or a subgroup ttiereof . 

In another preferred embodiment, the present invention relates to the use of formula (I) 
5 or any subgroup thereof in the manufacture of a medicament for inhibiting a protease of . 
a multi-drug resistant retrovirus in a mammal infected with said retrovirus, in particular 
HIV-1 retrovirus. 

In another preferred embodiment, the present invention relates to the use of formula (I) 
10 or any subgroup thereof in the manufacture of a medicament for inhibiting multi-drug 
resistant retroviral replication, in particular HIV- 1 replication. 

The compounds of the present invention may also find use in inhibiting ex vivo 
samples containing HIV or expected to be exposed to HIV. Hence, the present 
1 5 compounds may be used to inhibit HIV present in a body fluid sample which contains 
or is suspected to contain or be exposed to HIV. 

Also, the combination of an antiretroviral compound and a compound of the present 
invention can be used as a medicine. Thus, the present invention also relates to a 

20 product containing (a) a compound of the present invention, and (b) another 
antiretroviral compound, as a combined preparation for simultaneous, separate or 
sequential use in treatment of retroviral infections, in particular, in the treatment of 
infections with multi-drug resistant retroviruses. Thus, to combat or treat HIV 
infections, or the infection and disease associated with HIV infections, such as 

25 Acquired Immunodeficiency Syndrome (AIDS) or AIDS Related Complex (ARQ, the 
compounds of this invaition may be co-administered in combination with for instance, 
binding inhibitors, such as, for example, dextran sulfate, suramine, polyanions, soluble 
CD4; fiision inhibitors, such as, for example, T20, T1249, SHC-C, PR0542; co- 
receptor binding inhibitors, such as, for example, AMD 3100 (Bicyclams), TAK 779; 

30 RT inhibitors, such as, for example, foscamet and prodrugs, MIV-310; nucleoside 
RTIs, such as, for example, AZT, 3TC, DDC, DDI, D4T, Abacavir, FTC, DAPD, 
dOTC; nucleotide RTIs, such as, for example, PMEA, PMPA, tenofovir; NNRTIs, such 
as, for example, nevirapine, delavirdine, efavirenz, 8 and 9-Cl TIBO (tivirapine), 
loviride, TMC-125, TMC-120, MKC-442, UC 781, Capravirine, DPC 961, DPC963, 

35 DPC082, DPC083, calanolide A, SJ-3366, TSAO, 4"-deaminated TSAO; RNAse H 
inhibitors, such as, for example, SP1093V, PD126338; TAT inhibitors, such as, for 
example, RO-5-3335, K12, K37; integrase inhibitors, such as, for example, L 708906, 
L 731988; protease inhibitors, such as, for example, amprenavir, ritonavir, nelfinavir, 
saquinavir, indinavir, lopinavir, BMS 232632, BMS 186316, DPC 681, DPC 684, 
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tipranavir, AG1776, DMP 450, L 756425, PD178390, PNU 140135; glycosylation 
inhibitors, such as, for example, castanospermine, deoxynojirimycine. 

The combination may provide a synergistic effect, whereby viral infectivity and its 
5 associated symptoms may be prevented, substantially reduced, or eliminated 
completely. 

The compounds of the present invention may also be administered in combination with 
immunomodulators (e.g., bropirimine, anti-human alpha interferon antibody, IL-2, 
10 methionine enkephalin, interferon alpha, and naltrexone) antibiotics (e.g., pentamidine 
isothiorate) , vaccines or hormones (e.g growth hormone) to ameliorate, combat, or 
elinainate HIV infection and its symptoms. 

For an oral administration form, compounds of the present invention are mixed with , 
15 suitable additives, such as excipients, stabilizers or inert diluents, and brought by means 
of the customary methods into the suitable administration forms, such as tablets, coated 
tablets, hard capsules, aqueous, alcohoUc, or oily solutions. Examples of suitable inert 
carriers are gum arabic, magnesia, magnesium carbonate, potassium phosphate, lactose, 
glucose, or starch, in particular, com starch. . In this case the preparation can be carried , 
20 out both as dry and as moist granules. Suitable oily excipients or solvents are vegetable 
or animal oils, such as sunflower oil or cod liver oil. Sxiitable solvents for aqueous or 
alcoholic solutions are water, ethanol, sugar solutions, or mixtures thereof. 
Polyethylene glycols and polypropylene glycols are also usefizl as further auxiliaries for 
other administration forms. 

25 

For subcutaneous or intravenous adiiiinistration, the active compounds, if desired with 
the substances customary therefor such as solubilizers, emulsifiers or further 
auxiliaries, are brougjht into solution, suspension, or emulsion. The compounds of 
formula (I) can also be lyophilized and the lyophilizates obtained used, for example, for 
30 the production of injection or infusion preparations. Suitable solvents are, for example, 
water, physiological saline solution or alcohols, e.g. ethanol, propanol, glycerol, in 
addition also sugar solutions such as glucose or mannitol solutions, or alternatively 
mixtures of the various solvents mentioned; 

35 Suitable pharmaceutical formulations for administration in the form of aerosols or 
sprays are, for example, solutions, suspensions or emulsions of the compounds of 
formula (I) or their physiologically tolerable salts in a pharmaceutically acceptable 
solvent, such as ethanol or water, or a mixture of such solvents. If required, the 
formulation can also additionally contain other pharmaceutical auxiliaries such as 
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surfactants, emulsifiers and stabilizers as well as a propellant. Such a preparation 
customarily contains the active compound in a concentration from approximately 0.1 to 
50%, in particular from approximately 0.3 to 3% by weight. 

S In order to enhance the solubility and/or the stability ofthe compounds offonnula (I) in . 
pharmaceutical compositions, it can be advantageous to employ a-, P- or y^clo- 
dextrins or their derivatives. Also co-solvents such as alcohols may improve the 
solubihty and/or the stability of the compounds of formula (I) in pharmaceutical 
compositions. In the preparation of aqueous compositions, addition salts of the subject 
1 0 compounds are obviously more suitable due to their increased water solubility. 

Appropriate cyclodextrins are a-, P- or 7-cycIodextrins (CDs) or ethers and mixed 
• ethers thereof wherein one or more of the hydroxy groups ofthe anhydrogluoose units 
of the cyclodextrin are substituted with Ci_6alkyl, particularly methyl, ethyl, or 

15 isopropyl, e.g. randomly methylated p-CD; hydroxyCi-ealkyI, particularly 
hydroxyethyl, hydroxypropyl or hydroxybutyl; carboxyCi^alkyl, particularly 
carboxymethyl or carboxyethyi; Ci^alkylcarbonyl, particularly acetyl; Ci- 
6alkyloxycarbonylCi-6alkyl or carboxyCi-6alkyloxyCi.6alkyl, particularly 
carboxymethoxypropyl or caiboxyefhoxypropyl; Ci^alkylcaibonyloxyCi-aalkyi, 

20- particularly 2-acetyloxypropyl. Especially noteworthy as complexants and/or 
solubilizers are P-CD, randomly methylated P-CD, 2,6-dimethyl-P-CD, 
2-hydroxyethyl-p-CD, 2-hydroxyethyl-Y-CD, 2-hydroxypropyl-7-CD and 
(2-carboxymethoxy)propyl-P-CD, and in particular 2-hydroxypropyl-p-CD (2-HP-p- 
CD). 

25 

The term mixed ether dmotes cyclodextrin derivatives wherein at least two 
cyclodextrin hydroxy groups are etherified with different groups such as, for example, 
hydroxy-propyl and hydroxyethji. 

30 An interesting way of formulating the present compounds in combination with a 
cyclodextrin or a derivative thereof has been described in EP-A-721,331. Althou^ the 
formulations described therein are with antifungal active ingredients, they are equally 
mteresting for formulating the compounds of the present invention. The fonnulations 
described therein are particularly suitable for oral administration and comprise an 

35 antifungal as active ingredient, a sufficient amount of a cyclodextrin or a derivative 
thereof as a solubiHzer, an aqueous acidic medium as bulk liquid carrier and an 
alcohoUc co-solvent that greatly simplifies the preparation of the composition. Said 
formulations may also be rendered more palatable by adding pharmaceutically 
acceptable sweeteners and/or flavors. 
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Other convenient ways to enhance the solubility of the compounds of the present 
invention in pharmaceutical compositions are described in WO-94/05263, PCX 
application No. PCT/EP98/01773, EP-A.499,299 and WO 97/44014, all incorporated 
5 herein by reference. 

More in particular, the present compounds may be formulated in a pharmaceutical 
composition comprising a therapeutically effective amount of particles consisting of a 
solid dispersion comprising (a) a compound of formula (I), and (b) one or more 
1 0 pharmaceutically acceptable water-soluble polymers. 

The term "a solid dispersion" defines a system in a solid state (as opposed to a liquid or 
gaseous state) comprising at least two components, wherein one component is 
disp^ed more or less evenly throughout the other component or components. When 
15 said dispersion of the components is such that the system is chemically and physically 
uniform or homogenous throughout or consists of one phase as defined in thermo- 
dynamics, such a solid dispersion is referred to as "a solid solution". Solid solutions are 
preferred physical systems because the components therein are usually readily 
bioavailable to the organisms to which they are administered. 

20 

The term "a solid dispersion" also comprises dispersions which are less homogenous 
throughout than solid solutions. Such dispersions are not chemically and physically 
uniform throughout or comprise more than one phase. 

25 The water-soluble polymer in the particles is conveniently a polymer that has an 
apparent viscosity of 1 to 100 mPa.s wh«i dissolved in a 2 % aqueous solution at 20^C 
solution. 

Preferred water-soluble polymers are hydroxypropyl methylcelluloses or HPMC. 

30 HPMC having a methoxy degree of substitution fi-om about 0.8 to about 2.5 and a 
hydroxypropyl molar substitution from about 0.05 to about 3.0 are generally water 
soluble. Methoxy degree of substitution refers to the average number of methyl ether 
groups present per anhydroglucose unit of the cellulose molecule. Hydroxy-propyl 
' molar substitution refers to the average number of moles of propylene oxide which 

35 have reacted with each anhydroglucose unit of the cellulose molecule. 



The particles as defined hereinabove can be prepared by first preparing a solid 
dispersion of the components, and then optionally grinding or milling that dispersion. 
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Various techniques exist for preparing solid dispersions including melt-extrusion, 
spray-drying and solution-ev^oration, melt-extrusion being preferred. 

It may further be convenient to formulate the present compounds in the form of 
5 nanoparticles which have a surface modifier adsorbed on the surface thereof in an 
amount sufficient to maintain an effective average particle size of less than 1000 nm. 
Useful surface modifiers are beUeved to include those which physically adhere to the 
surfece of the antiretroviral agent but do not chemically bond to the antiretroviral agent 

10 Suitable surface modifiers can preferably be selected firom knovm organic and 
inorganic pharmaceutical excipients. Such excipients include various polymers, low 
molecular weight oligomers, natural products and surfactants. Prefared surface 
modifiers include nonionic and amonic sur&ctants. 

15 Yet another interesting way of formulating the present compounds involves a 
pharmaceutical composition whereby the present compounds are incorporated in 
hydiophilic polymers and applying this mixture as a coat film over many small beads, 
thus yielding a composition with good bioavailability whidi can conveniently be 
manufactured and vAofAi is suitable for preparing pharmaceutical dosage fonms finr oral 

20 administration.' 

Said beads comprise (a) a central, rounded or spherical core, (b) a coating 'fihn of a 
hydrophilic polymer and an antiretroviral agent and (c) a seal-coating polymer layer. 

25 Materials suitable for use as cores m the beads are manifold, provided tiiat said 
materials are pharmaceutically acceptable and have appropriate dimensions and 
firmness. Examples of such materials are polymers, inorganic substances, organic 
substances, and saccharides and derivatives thereof. 

30 AnofliCT aspect of the present invention concerns a kit or container comprising a 
compound of formula (I) in an amount effective for use as a standard or reagent in a 
test or assay for determining the ability of a potential pharmaceutical to inhibit HIV 
protease, HIV growth, or both. This aspect of the invention may find its use in 
pharmaceutical research programs. 

35 

The compounds of the presort invoition can be used in high-throughput target-analyte 
assays such as those for measuring the efficacy of said compound in HTV treatment 
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The compounds of the present invention can be used in phenotypic resistance 
monitoring assays, such as known recombinant assays, in the clinical management of 
resistance developing diseases such as HIV. A particularly useful resistance 
monitoring system is a recombinant assay known as the Antivirogram™. The 
5 Antivnogr'am™ is a highly automated, high throughput, second generation, 
recombinant assay that can measure susceptibility, especially viral susceptibility, to the 
compounds of the present invention. (Hertogs K, de Bethune MP, Miller V et al 
Antimicrob Agents Chemother, 1998; 42(2):269-276, incorporated by reference). 

10 The dose of the present compounds or of the physiologically tolerable salt(s) thereof to 
be administered depends on the individual case and, as customary, is to be adapted to 
the conditions of the individual case for an optimum effect. Thus it depends, of course, 
on the frequency of administration and on the potency and duration of action of the 
compounds employed in each case for therapy or prophylaxis, but also on the nature 

15 and severity of the infection and symptoms, and on the sex, age, weight and individual 
responsiveness of die human or animal to be treated and on whether the therapy is acute 
or prophylactic. Customarily, the daily dose of a compound of formula (I) in the case 
of administration to a patient approximately 75 kg in weight is 1 mg to Ig, preferably 
3 mg to 0.5 g. ' The dose can be administered in the form of an individual dose, or 

20 divided into several, e.g. two, three, or four, individual doses. 

Experimental Part 

Preparation of the compounds of formula (Q and their intermediates 
Example 1 : Preparation of compound 29 




compound 29 



A mixture of 1.56 g of intermediate a-3 G^2= H and R4 = -CH2-CH2-NH-(2-pyridinyl)) 
and 0.59 g of triethylamine in 50 ml of dichloromethane was stirred at 0°C. Then 1.25 
g of 2-(acetylamino)-6-ben2othiazolesulfonyl chloride, was added and the reaction 
mixture stirred overnight at room temperature. After washing with water, the organic 
30 layer was separated, dried and the solvent evaporated. The brown solid obtained was 
re-dissolved in methanol at 70°C, cooled and filtered off, yielding 1.9 g (75 %) of 
intermediate a-4 (R2 = H, R4 = -CH2-CH2-NH-(2.pyridinyl) and -A-Ra == H). 
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To amixture of 6 g of intermediate a.4 (R2 = H, R4 = -CH2-CH2-NH-(2-pyridinyl) and 
-A-Rfi = H) in 50 ml of dichloromefhane, 7.3 ml of trifluoracetic acid were added. The 
reaction mixture was stirred at room temperature for 6 hours. Extra dichloromethane 
was added and washed with NaHCOs solution. The organic layer was dried and the 
5 solvent evaporated under reduced pressure, yielding 4.1 g (81%) of intermediate a-5 
(R2 = H, R4 = -CH2-CH2-NH-(2-pyridinyl) and -A-Rs = H). 

A mixture of 0.60 g of intermediate a-5 (R2 = H, R4 = -CH2-CH2-NH-(2-pyridinyl) and 
-A-R<5 = H), 0.29 g of l-[[[[(3S,3aR,6aS)+(3R,3aS,6aR>hexahydrofuro[2,3-b]furan-3- 
10 yl]oxy]carbonyl]oxy]- 2,5-pyrrolidinedione (prepared analogously to the procedure 
described in W09967417) and 0.33g of triethylamine in 15 ml of dichloromefliane was 
stirred at room temperature for 24 hours. Solvents were evaporated and the solid 
obtained was redissolved in methanol at 70°C, cooled and filtered off, yielding 0.53 g 
(69%) of compound 29. Mass Spectral data : m/z = 711 (M+H) 

15 

Example 2 : Preparation of compound 31 

compound 31 

A mixture of 540 mg of intemediate a-5 (R2 = H, R4 = -CH2-(2-pyridinyl) and -A-R^ = 
H), 135 mg of ter/-butanol, 192 mg of EDC and 101 mg of triethylamine in 5 ml of 
20 dichloromethane, was stirred overnight at room temperature. The reaction mixture was 
then washed with a Na2C03 solution and brine. The organic layer was separated, dried 
and the solvent evaporated. The residue was purified by preparative-HPLC, yielding 
184 mg (26%) of compound 31. Mass spectral data : m/z = 702 (M+H) 

25 Example 3 ; Preparation of compound 33 




A mixture of 540 mg of intermediate a-5 (R2 = H, R4 = -CH2-(2-.pyridinyl) and -A-R^ = 
H), 271 mg of 1 -[[[t(3S,3aR,6aS)+(3R3aS,6aR)-hexahydrofi3ro[2,3-b]furan-3- 
yl]oxy]carbonyl]oxy]- 2,5-pyrrolidinedione and 101 mg of triethylamine in 5 ml of 
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dichloromethahe was stirred at room temperature for 24 hours. The reaction mixture 
was then washed with a NaaCOa solution and brine. The organic layer was separated, 
dried and the solvent evaporated. The residue was purified by preparative-HPLC, 
yielding 161 mg (23%) of compound 33. Mass spectral data : m/z = 696 (M+H) • 

5 

Example 4 : Preparation of compound 2 




To a mixture of 0.3g of racemic intermediate a-8 (R2= H, R4= isobutyl, -A-R^ = H and 
-L-Ri = [|>exahydrofuro[2,3-b]furan-3-yl]oxy]carbonyl) and 0.061g triethylamine in 

10 anhydrous dioxane is added in several portions 0.1 8g ethyl chloroformate. The 
reaction mixture was heated overnight to 60°C. To the mixture is added IQml water 
and 0.4g potassium carbonate followed by 2 hours of stirring! Dioxane was removed in 
vacuo. The aqueous phase was extracted with didbloromethane. The combined 
organic phase was concentrated and the obtained residue purified by diromatography 

1 5 . yielded 0.23g (68%) of compound 2. 



Example S : Preparation of compoimd 56 




A mixture of 19.66 g of [2R-hydroxy-3-[(2-methylpropyl)amino]-lS-(phenylmethyl)- 
20 propylj-carbamic acid, 1,1-dimethylethyl ester (described in W097/1 8205) and 17.76 g 
of triethylamine in 200 ml of dichloromethane is stirred at 0**C for 20 minutes under 
inert atmosphere. 18.72 g of 2-(acetylamino)-6-benzofhiazoIesulfonyl chloride was 
added in small portions and the mixture was then stirred at room temperature for 
2 hours. After washing with 5% HCl solution, saturated sodium bicarbonate solution 
25 and brine, the organic layer was dried and the solvent evaporated under reduced 
pressure. The crude product was purified on silica gel eluting with 4% methanol in 
dichloromethane yielding 30.82 g (90%) of intermediate b-4 (R2= H and R4= isobutyl). 

To a mixture of 13.75 g of intermediate b-4 (R2= H and R4= isobutyl) in 130 ml of 
30 ethanol/dioxane (1:1) 65 ml of HCl (5 to 6 N in isopropanol) was added. The reaction 
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was stirred at 50°C for 22 hours. After evaporating, the salt was treated with saturated 
sodium bicarbonate solution and extracted witii dichloromethane. The organic layer 
was dripd, the solvent evaporated and the residue purified on silica gel eluting with 3% 
methanol in dichloromethane yielding 18.36 g (72%) of intermediate b-5 (R2= H and 
5 R4= isobutyl). 

A solution of 1 .8 1 g of sodium nitrite in 10 ml of water was added over a 40-min paiod 
to a mixture of 9.80 g of intennediate b-S (R2= H and R4= isobutyl) in 180 ml of 85% 
phosphoric acid held at -10**C. After being stirred for 1.5 hour, the mixture was added 

10 to a stirred solution of 10.90 g of copper sulphate pentahydrate and 12.67 g of sodium 
chloride in 80 ml of water at -lO^C. The mixture was stirred for 1.5 hour , being 
.allowed to warm to room temperature, and then made alkaline (pH = 8) with an 
ammonium hydroxide solution under cooling. The resulting solution was extracted with 
ethylacetate. After drying and evaporating the solvent, 7.59 g (74%) of interaiediate b- 

15 6 (R2= H and R4= isobutyl) was obtained. 

A mixture of 1.63g of intennediate b-6 (R2= H and R4= isobutyl), 0.80 g of 1-[[[[(3S)- 
tetrahydro-3-fiiranyl]oxy]carbonyl]oxy]-2,5-pyrrolidinedione and 0.53 g of triefhyl- 
amine in 50 ml of dichloromethane was stirred at room temperature for 5 hours. After 
20 evaporation of dichloromethane under reduced pressure, the crude product was purified 
on silica gel eluting with 3% of methanol m dichloromethane yielding 0.58 g (29%) of 
intermediate b-8 (R2= H, R4= isobutyl, Ri-L- = [[(3S)-tetrahydro-3- 
fiminyl]oxy]carbonyl). 

25 To a solution of 0.23 g of intennediate b-8 (R2= H, R4= isobutyl, Rj-L- = [[(3S)- 
tetrahydro-3-turanyl]oxy]carbonyl) in 30 ml of acetonitrile was added 0.20 g of 
jy;jV-dirnethylethylenediamine. This solution was stirred at SO^^C for 4 hours. After 
evj^oration of acetonitrile under reduced pressure, the crude product was purified on 
silica gel eluting with 2% of methanol in dichloromethane yielding 0.12 g (50%) of 

30 compound 56. Mass spectral data : m/z = 634 (M+H) 

Exam ple 6 : Preparation of compound 44 

compound 44 




^ -N-CHrCHr-N— CH3 

To a solution of 0.90 g of intennediate b-6 (R2= H and R4= isobutyl) in 20 ml of 
35 acetonitrile was added 0.85 g of N,N-dimethylethyIenediamine. This solution was 
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stirred at 80*e for 3 hours. After evaporation of acetonitrile under reduced pressure, the 
product was washed with 2% sodium carbonate and extracted with ethylacetate. The 
organic layer was dried, the solvent evaporated under reduced pressure and purified on 
sihca gel eluting with 1% of ammonia in dichloromethane, yielding 0,57 g (58%) of 
5 intermediate b-7 (R2= H, R4- isobutyl and -^A-Re = CHaCHaNCCHs)!). 

A mixture of 0.65 g of (=fc trans)- 4-(dimethylamino)tetrahydro-3-fiiranol (synthesis 
described in US 3,265,711), 3.78 g of disuccinimidyl carbonate and 1.50 g of 
triethylamine in 30 ml of dichloromethane was stirred at room temperature for 24 
10 hours. After washing the resulting solution with saturated sodiiim bicarbonate, the 
organic layer was dried and the solvent evaporated under reduced pressure to give • 
0.52 g (38%) of (± rra«5)-l-[[[[4-(dimethylamino)-tetrahydro-furan-3-yl]oxy]- 
caibonyl]oxy]-2,5-pyrrolidinedione. 

15 A mixture of 0.25g of intermediate b-7 (Ri - H, R2 = CH2CH2N(Me)2), 0.13 g 
(i fra«5)-l -[[[[4-(dimethylamino)-tetrahydro-ftiran-3-yl]oxy]carbonyl]oxy]-2,5- 
pyrroUdinedione and 0.07 g of triethylamine in 15 ml of dichloromethane was stirred at 
room temperature for 24 hours. After evaporation of dichloromethane under reduced 
pressure, the crude product was purified on silica gel eluting with 4% of anunonia in 

20 dichloromethane, yielding 0.14 g (43%) of compound 44. Mass spectral data : m/z = 
677 (M+H) 

Example 7 : Preparation of compound 19 

compound 19 

25 To a solution of 0.83 g of intermediate b-6 (R2= H and R4= isobutyl) in 20 ml of 
acetonitrile was added 0.40 g of N-(2-aminoethyl)-pyrrolidine. This solution was 
stirred at SO'^C for 4 hours. After evaporation of acetonitrile under reduced pressure, the 
product was washed with 2% sodium carbonate and extracted with ethylacetate. The 
organic layer was dried, evaporated under reduced pressure and purified on silica gel 

30 eluting with 1 % of ammonia in dichloromethane, yielding 0.47 g (49%) of intermediate 
b-7 (R2= H, R4= isobutyl and -A-Re = CH2CH2-(l-pyrrolidinyl)). 




A mixture of 0.47g of intermediate b-7 (R2== H, R4= isobutyl and -A-Rg = CH2CH2-(1- 
pyrrohdinyl)) 0.24 g of l-[[[[(3R,3aS,6aR)-hexahydrofuro[2,3-b]fiiran-3-yl]oxy]- 
35 carbonyl]oxy]- 2,5-pyrrolidinedione and 0.10 g of triethylamine in 20 ml of 
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dichloromethane was stirred at room temperature for 24 hours. After evaporation of 
didjloromethane under reduced pressure, the crude product was purified on silica gel 
eluting with 2% of ammonia in didiloiomethane, yielding 0.54 g (88%) of intermediate 
b-9 (R2= H, R4= isobutyl, -A-R« = CHaCHz-Cl-pyrrolidinyl) and -L-Ri = 
5 [[(3R,3aS.6aR>hexahydrofuro[2,3-b]furan-3-yl]oxy]carbonyl). 

To a solution of 0.54 g of intermediate b-9 (R2= H, R4= isobutyl,.-A-R6 = CH2CHr{l- 
pynolidinyl) and -L-Ri = [[(3R,3aS,6aR)-hexahydrofuro[2,3-b]&ran-3-yl]oxy]- 
caibonyl) and 0.16 g of triethylamine in 40 ml of dichloromethane under inert 
10 atmosphere was added, 0.22 g of acetyl diloride. After stirring at room temperature for 
2 hours and washing with water, the organic layer was dried and evaporated under 
reduced pressure to give 0.50 g (87%) of compound 19. Mass spectral data : m/z = 744 
(M+H) 

15 Example 8 : Preparation of compound 16 



To a solution of 4.91 g of [(lS,2R)-3-[[(4-aminophenyl)sulfonyI](2-mettiylpropyl)- 
ainino]-2-hydroxy-l-(phenyhnethyl)propyl]-caTbamic add, 1,1-dimethylethyl ester 
(prepared as described in US 6,140,505) in 40 ml of anhydrous tetrahydrofuran, was 

20 added 1.78 g of l,r-thiocarbonyldiimida2ole. This solution was refluxed 4 hours. 
After cooled at 25°C, 0.88 g of N,N-dimethylethylaniine was added and then this 
solution was again refluxed 16 hours. After cooling at 25°C, evaporation of 
tetrahydrofuran under reduced pressure, dichlorome&ane was added, washed with 
water, the organic phase was dried and ooncaitrated. This crude product was purified 

25 on silica gel eluting with 5% of meflianol in dichloromethane, yielding 3.8 g (62%) of 
inteimediate c-2 (R2= H, R4= isobutjl). Mass spectral data : m/z = 622 (M+H), 566, 
532. 

To a solution of 2.5 g of the intermediate c-2 (R2= H, R4= isobutyl) in 10 ml of acetic 
30 acid was added a solution of 0.64g of bromine in lOnd acetic acid. Afta: 2 hours, this 
crude product was concentrated, dichloromethane added and this organic phase washed 
with a saturated potassium carbonate solution. The organic phase was dried on 
magnesium sulfate, filtered and concentrated, yielding intermediate c-3 (R2= H, R4= 
isobutyl). Mass spectral data : m/z = 620 (M+H), 564, 520, 261 . 




35 
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The interaiediate c-3 (R^i- H, R4= isobutyl) was diluted with 20 ml of dichlorpmethane 
and 5 ml of trifuoroacetic acid were added. This solution was stirred for 1 hour and 
then concentrated. This residue was washed with a potassium carbonate solution and 
extracted with dichloromethane. This crude material was purified on siUca gel eluting 
5 with 5% of methanol in dichloromethane yielding 1.5 g (72%) of the intermediate c-4 
(R2=H,R4= isobutyl). 

1.5 g of the intermediate c-4 (R2= H, R4= isobutyl), 0.81 g of l"[[[[(3R,3aS,6aR). 
hexahydrofuro[2,3-b]furan-3-yl]oxy]carbonyl]oxy]-2,5-pyrrolidinedione 0.67 g of 
10 triethylamine in 5 ml of dichloromethane was stirred for 4 hours at room temperature. 
This crude product was directly purified on silica gel eluting with 5% methanol in 
dichloromethane, yielding 0.80 g (39%) of compound 16. 

Example 9 : Preparation of compoimd 27 



To 0.34 g of compound 16 in 5ml of dichloromethane was added 0.08g of sodium 
bicarbonate and 0.1 5g (75%) of meta chloroperbenzoic acid. This solution was stirred 
2 hours at room temperature. Water was added and the residue was extracted with 
dichloromethane. The organic phase was dried on magnesium sulfate, filtered and 
20 concentrated. This crude material was purified on silica gel eluting with 5% of 
methanol in dichloromethane yielding 0.09 g (26%) of compound 27. Mass spectral 
data :m/2 = 692 (M+H) 

Example 10 : Preparation of compound 1 1 



To a mixture of 2.32g 2-amino-N-[(2R,3S)-3-amino-2-hydroxy-4-phenylbutyl]-N-(2- 
methylpropyl)-6-ben2othiazolesulfonamide and l.Og triethylamine in dichloromethane 
was added 1.47g l-[[[[(3R,3aS,6aR)-hexahydrofiiro[2,3-b]fiiran-3-yl]oxy]carbonyl]- 
oxy]- 2,5-pyrrolidinedione. After overnight stirring the reaction mixture was washed 
30 with a saturated sodium bicarbonate solution, dried over magnesium sulfate, filtered 



15 




compound 27 



25 
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and concentrated. The obtained residue was purified by column 
(didiloromethanemeflxanol 95:5) to afford 2.76g intermediate d-1 (R2= H, R4= 
isobutyi, -A-Rfi = H and -L-Ri = [[(3R,3aS,6aR)-hexahydrofuro[2,3-b]fijran-3- 
yl]oxy]carbonyl) (88%). 

5 

To a mixture of intermediate d-1 (R2= H, R4= isobutyi, -A-Re = H and -L-Ri = 
[[(3R,3aS,6aR)-hexaliydrofuro[2,3-b]furan-3-yi]oxy]caibonyl) (2.0g; 3.3 nmiole) and 
iriethylamine (1.16g; 11.5 mmole) in dry 1,4-dioxane is added chloroacetyldiloride 
(429 mg; 3.8 mmole). Hie resulting mixture was stirred at rt for 3 hours. Another 

10 portion of chloroacetyldiloride (ISOmg; 1.5 mmole) was added and stirring was 
continued for 3 hours. After evaporation of die solvent the residue was purified by 
chromatography (dichloromethaneimefhanol 98:2) to afford 1.57 g (70%) of 
intennediate d-2 (R2= H, R4= isobutyi, -A-Rg = H and -L-Ri = [[{3R,3aS,6aR)- 
hexahydrofiiro[2,3-b]furan-3-yl]oxy]carbonyl). Mass spectral data : (ES+): 

15 681/683(M+H). 

To a solution of the intermediate d-2 (R2= H, R4= isobutyi, -A-Re = H and -L-Ri = 
[[(3R,3aS,6aR)-hexahydrofuro[2,3-b]furan-3-yl]oxy]carbonyl) (0.45g; 0.66 mmole) in 
tetrahydrofuran was added 4.6ml of an 40% v*rt aqueous dimefliylamine solution. Afker 
20. stirring for two hours tetrahydrofuran was evaporated. The aqueous layer was 
extracted with dichloromelhane. The combined organic layers were dried over 
magnesium sulfate. Concentration in vacuo yielded 0.42g (92%) of conqwund 11. 
Mass spectral data : (ES+): 690 (M+H), 560. 

25 Example 11 : Preparation of compound 12 
11 J compound 12 

To a solution of the intermediate d-2 (R2= H, R4= isobutyi, -A-Re = H and -L-Ri = 
[[(3R,3aS,6aR)-hexahydrofuro[2,3.b]furan-3-yl]oxy]carbonyl) in diddoromethane was 
1.5 eq. of pyrrolidine togetha: with sodium carbonate as a base. Afta: overnight 
30 stirring at room tarqierature the solvent was removed in vacuo. The residue was 
purified by chromatography (dichloromethane:methanol) to yield 76% of conqwund 
12. Mass spectral data : (ES+) 715 (M+H) 



Example 12 : PreparatiOD of compound 43 
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A mixture of 6.13g of intennediate e-1 (R2= H, R4= isobutyl and = H) and lOg 

sodium carbonate in water/dioxane (1/2) was heated to 80°C for 48 hours. Dioxane 
was removed in vacao. The resulting aqueous phase was extracted twice with ethyl 
5 acetate. After drying over magnesium sulfate and filtration the combined organic phase 
was concentrated to yield 5.08g of intermediate e-2 (R2= H, R4= isobutyl and -A-Re = 
H). Mass spectral data (ES+): 549(M+H), 449. 

To a mixture of 3.0g 2-aminobenzothiazole intennediate e-2 (R2= H, R4= isobutyl and 
10 -A-R6 = H) and l.lg triethylamine in dry 1,4-dioxane was added 0.77g diloroacetyi- 
chloride. Hie resulting mixture was stirred overnight. After evaporation of the solvent 
the residue was purified by chromatography (dichloromethanemethanol 98:2) to aflford 
2.7g (78%) of intermediate e-3 (R2= H, R4= isobutyl and -A-Re = H). Mass spectral 
aata(ES+): 625/627(M+H). 

15. 

To a solution of 0.8g intermediate e-3 (R2= H, R4= isobutyl and -A-R^ = H) in 
tetrahydrofiuan was added 8 ml of an 40% wt aqueous dimethylamine solution. After 
stirring for three hours tetrahydrofuran was evaporated. The aqueous layer was 
extracted with dicMoromethane. The combined organic layers were dried over 
20 magnesium sulfate. Concentration in vacuo provided 0.58g (85%) of intermediate e-4 
(R2= H, R4= isobutyl, -A-Re = H and Ra=Rb =CH3). Mass spectral data (ES+): 
634(M4-H), 534. 

To a solution of intermediate e-4 (R2= H, R4== isobutyl, -A-Re = H and Ra=Rb =;CH3) in 
25 dichloromethane was added trifluoracetic acid (10 equivalents). After ovemigjit 
stirring the organic phase was washed with saturated sodium bicarbonate and brine, 
dried over magnesium sulfate, filtered and concentrated to afford the intermediate e-5 
(Rqt H, R4= isobutyl, -A-Re = H and Ra=Rb ^^CHa). 

30 To a solution of 0.35g 4-amino-2-methylbenzoic acid in dichloromethane was added at 
0°C 0.09g l-hydroxybenzotriazole and 0.13g EDC. After one half hour of stirring the 
temperature was allowed to rise to room temperature and stirring was contmued for one 
more hour. After addition of the intermediate e-S (R2= H, R4= isobutyl, -A-R6 = H and 
Ra=Ri, =CH3) the reaction mixture was stirred at room temperature for two days. Then 
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the solvent was removed in vacuo and the obtained residue was purified by 
chromatography (dichloromethanemethanol 97:3) to afford 0.12g (29%) of compound 
43 . Mass spectral data (ES+): 667(M+H). 

5 Pxam ple 13 : Preparation of thft intermediate f-2 CR^ H and -CH7-('2-pYridinYi)) 

OH k 

25 g of 2-pyridylmethylanuiie was stirred at reflia in 400 ml of isopropanoL Then a 
. solution of 21 g of the 2S,3S-l,2-epoxy-3-(/erf-butoxycarbonylamino)-4-phenylbutane, 
conimercially available, in 200 ml of isopropanol was added dropwise. The reaction 
10 mixture was stirred overnight at reflux. After evaporation of the solvent, the residue 
was redissolved in dichloromethane and washed 4 times with water. The or^c layer 
was dried and evaporated. The residue obtained was purified by chromatography 
(dichloK)methane:7N NH3 in methanol, 98:2) to afford 24 g (84%) of intermediate f-2 
(R2= H and R4= -CH2-(2-pyridinyl)). 

15 

P.yam ple 14 : Preparation of compound 20 

Compound 20 may also be prepared according to the method depicted in. scheme G. 
The specific method is illustrated hereunder in scheme I. 
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20 

CWorosulfonic acid (0.193 kg; 1.65 mol) was stirred at lO^^C under nitrogen, i-1 was 
added carefiiliy. The reaction mixture was stirred for 3 hours at 90°C. The heating yras 

5 stopped and thionylchloride (0.079 kg; 0.66 mol) was added slowly. The reaction 
mixture was stirred for another hour at 90°C. The reaction mixture was cooled until 
35''C and then 200 ml ethylacetate was added slowly. Another 200 ml of ethylacetate 
was added quickly after the beginning of the product precipitation. The precipitate was 
filtered and washed twice with 200 ml ethylacetate and twice with 1000 ml cold water. 

10 The precipitate was then stirred in a NaHCOa solution until pH = 7. This mixture was 
filtered and the white solid i-2 was dried in a vacuum oven at 50°C. (0.123 kg, 80%). 
(LC/MS MW^; 280,282) 

A mixture of 0.120 kg (0.36 mol) of intermediate i-3 and 0.073 kg (0.72 mol) of 
15 triethylamine in 2-methyltetrahydrofuran (1.150 kg) was stirred at 35 "^C until 
dissolution of the reactants. Then 0.100 kg (0.36 mol) of intermediate i-2 was added 
and the reaction mixture was stirred for 1.5 hours at 55**C. After washing the reaction 
mixture with water (0.500 kg), tibie organic layer was separated and washed with 0.500 
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kg 1.5 N HCl solutioa Then the organic layer was separated, dried and evaporated 
yielding i-4; 0.208 kg ( 100%). (LC/MS MW; 480,481,482) 

0.208 kg (0.36 mol) of intermediate i-4 was stirred in a mixture of 1 kg 
5 2-methyltetrahydn)furan, 0.060 kg H2O and 0. 11 0 kg ethanol at 40*^0 until dissolution 
of all the reactants. Then magnesium monoperoxyphtalate hexahydrate 0.200 1^ (0.4 
mol) was added. The mixture was stured and heated for 15 min at 60°C. The reaction 
mixture was made alkaline with 0.400 kg Na2C03 until pH = 10. Intermediates i-5 and 
i.6. (about 70% i-S and 30%i-6). (LC/MS MW^ i-5; 496,497,498 MW^i-6; 511,513) 

10 To this reaction mixture was added at GO^'C 0.050 kg (0.43 mol) N-(2- 
aminoethylpyrrolidine. This mixture was stirred for 20 hours at 70°C. Then the slxirry 
was cooled to 40®C and HCl concentrated (12N) was added dropwise untU pH = 7-8. A 
phase precipitation was then observed. The organic layer was separated, evaporated and 
dried in the vacuum oven at 50°C yielding Boc N-protected i-7; 0.217 kg (93%). 

1 5 (LC/MS MW"; 646,647,648) 

0.217 kg (0,36 mol) of intermediate Boc N-protected i-7 was dissolved in 1.4 kg 
isopropanol at SO^'C. Then 0.370 L HCl 5 a 6 N (2 mol) was added and the mixture was 
heated and stirred for 2.5 hours at 70^C. This hot reaction mixture was added dropwise 
20. to 0.50 kg cold (0°C-15°C) isopropanol. The precipitate was filtered and washed with 
diisopropyl ether. The slightly brown solid was triturated in a DIPE/toIuaie (50/50) 
mixture and then filtered and dried in the vacuum oveia at 50*'C, yielding 0.170 kg 
(76%) of i-7 HCl-salt. (LC/MS MW^; 546,547,548). 

25 A mixture of 1.3g of intermediate i-7 ,0.774 g of l-[[[[(3S,3aR,6aS)-K3R,3aS,6aR)- 
hexahydrofiiro[2,3-b]furan-3-yl]oxy]carbonyl]oxy]- 2,5-pyrrolidinedione (prq)ared 
analogously to the procedure described in W09967417) and 0.33g of triethylamine in 
100 ml of dichloromethane was stirred at room temperature for 24 hours. This crude 
product was wahed with NaHC03 solution. The organic layer was dried and the 

30 solvant evaporated under reduced pressure. The residue was purified on silica gel, 
yielding 0.74g (45%) of compound 20. Mass spectra data : m/z=702(M+H). 

Example 15 : Preparation of the compound 85 and its intermediatesRj^ = isobutvl) 



35 




F 



Tliis compound was prepared following the procedure dq)icted in scheme H. 
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11 g of intennediate J^l (PG = Boc, Ri = isobutyl) [(lS,2R)-2-hydroxy-3-[(2- 
methylpropyl)[[2Kmethylthio)-benzo1hiazol-6-yl]sulfo^^ 

methyl|)propyl]c5arbamic acid, 1,1-dimethylethyl este were dissolved in 300 mL of HCl 
in isopropanol and 100 mL of dichloromethane and the solution was stirred at room 
temperature overnight. The reaction mixture was then concentrated and treated with a 
mixture of dichloromethane and sodium hydroxide in water. The organic layer was then 
dried over MgS04 and evaporated to give 8.8 g (97%) of the deprotected intermediate 
N4(2R,3S)-3.amino-2-hydroxy-4-phenylbutyl]-N<2-methylpropyl)[2-(me&^^ 
beiizothiazol"6-yl]sulfonamide, as a free base. Mass spectral data : m/z = 480 (M+H). 



4.15 g of the previous intermediate, 2 g of Boc-L-/er/-Leucine, 1.17 g of HOBt and 
1.66 g of EDC were dissolved in 150 mL of dichloromethane and stirred at room 
temperature overnight. The reaction mixture was then successively washed with a 
solution of NaHCOS in water, brine, dried over MgS04 and evaporated to give 6 g (1 00 
15 %) of intermediate [(lS)-l-[[[(lS,2R)-2-hydroxy-3-[(2-methylpropyl)[(2- 
(methyltWo)-beDzothiazol-6-yl)sulfonyl]amino]-l-(phenylmethyl^^^ 
carbonyl]-2,2-dimefliylpropyl]caibamic acid, 1,1-dimethylethyl ester. Mass spectral 
data : m/z = 693 (M+H). 

20 6 g of intermediate were dissolved in 100 mL of HCl in isopropanol, and stirred at 
room temperature during 2h. The reaction mixture was then concentrated and treated 
with a mixture of dichloromethane and a solution of sodium carbonate in water. The 
organic phase was then washed with brine, dried over MgS04 and evaporated to give 
3.9 g (76%) of the deprotected intermediate as a free base. Mass spectral data : m/z = 

25 593 (M+H). 

3.9 g of the previous intermediate, 0.69 g of chloroacetic acid, 0.98 g of HOBt, and 
1.38 g of EDC were dissolved in 100 mL of dichloromethane and stirred at RT 
ovemi^t The reaction mixture was then washed with brine, dried over MgS04 and 
30 evaporated. The crade compound was purified on silica gel eluting with 0 to 5% 
methanol in dichloromethane, yielding 3.72 g (85%) of the desired intermediate ^3 2- 
[(chloroaoetyl)amino]-3,3-^imethyl-N-[(lS,2R)-2-hydroxy-3-[(2-m^ 
(methylfUo)-ben2othia2ol-6-yl]sulfonyl]anMno]-l-(phenylmethyl)pro 
butaiiamide* Mass spectral data : m/z = 669 (M+H). 



3.72 g of intennediate br3 and 1.27 mL of meta-fluorobenzylamine were dissolved in 
DMF and stirred at 60°C during 2h. The reaction mixture was then concentrated and 
treated with a mixture of dichloromethane and a solution of sodium carbonate in water. 
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The organic phase was then dried over MgS04 and evaporated to yield 4.3 g (100%) of 
the desired intermediate N'-[(3-fluorophenyl)mefhyl]glycyl-N-[(lS^R>2-hydioxy.^ 
[(2-niethylpropyl)[[2-(methylthio)benzothiazol-6-yl]sulfonyl]a^ 
propyl]-3-methyl-L-Valinamide. Mass spectral data : m/z = 758 (M+H). 

5 

4.2 g of the previous intermediate, L2 g of B0C2O and 0.77 mL of triethjiamine were 
dissolved in 50 mL of dichloromethane. The reaction mixture was stirred ovemis^t at 
room temperature and 1.2 g of B0C2O were added. After 5h, tiie reaction mixture was 
successively washed with a solution of sodium carbonate in water, brine, dried over 
10 MgS04 and evaporated. The crude compound was purified on silica gel eluting with 2 
to 5% methanol in dichloromethane, yielding 3.2 g (67%) of the desired intermediate 
4 N'-[(l , 1 -dimethylethoxy)carbonyl]-N'-[(3-fluorophenyl)methyl]glycyl-N-[(l S,2R)-2- 
hydroxy-3-[(2-me1hylpropyl)[[2-(methylthio)benzothia2ol-6-yl]sulfonyl] amino]-!- 
(phenylmethyl)propyl]-3-methyl-L-Valinamide. Mass spectral data : m/z = 858 (M+H). 

15 

3.2 g of intermediate h:4 and 0.92 g of meta-chloroperoxybenzoic add (mCPBA) were 
reacted in 100 mL of dichloromethane, at room temperature, during lh30. The reaction 
mixture was then washed with a solution of sodium carbonate in water, dried over 
MgS04 and evaporated to yield 3.45 g (100%) of the desired intermediate h:S N'-[(l,l- 
20. dimethyle1hoxy)carbonyl]-N'-[(3-fluorophenyl)methyllglycyl-N-[(lS,2R)-2-hydroxy 
3-[(2-mefhylpropyl)[[2-(methylsulfinyl)benzofhiazol-6-yl]sulfonyl]amino^ 
(phenylmethyl)propyl]-3-methyl-L-Valinanude. Mass spectral data : m/z = 874 (M+H). 

0.5 g of intermediate fcS was reacted with 0.16 mL of N-(2-aminoethyl)pyrrolidine in 
25 10 mL of acetonitrile, at 60°C, during lh30. The reaction mixture was then evaporated 
and purified on silica gel eluting with 5 to 10% methanol in dichloromethane, yielding 
0.24 g (46%) of the desired intermediate N'-[(l,l-dimefhyleflioxy)caibonyl]-N'-.[(3- 
fluorophenyl)methyl]glyQ^l-N-[(lS,2R)-2-hydroxy-3-[(2-me%lpropyl)[[2-^^^ 
(pyrrolidin-l"yl)ethylamino]benzothiazol-6-yl]sulfonyl]amino]-l- 
30 (phenylmethyl)propyl]-3-methyl-L-Valinamide. Mass spectral data : m/z = 924 (M+H). 

0.15 g of the previous intermediate was dissolved in 5 mL of HCl in isopropanol. The 
reaction mixture was stirred at room temperature during 2h, then evaporated. The orude 
compound was purified by preparative HPLC, yielding 60 mg of the desired final 
35 compound 85 N'-[(3-fluorophenyl)mefhyl]glycyl-N-[(lS,2R)-2-hydroxy-3-[(2- 
methylpropyl)[[2"[2-(pyrrolidin-l-yl)ethylamino]benzothiazol-6-yl]sulfonyl]amino]-l" 
(phenylmethyl)propyl]-3-methyl-L-Valinamide, bis-trifluoroacetate, obtained as a TFA 
salt. Mass spectral data : m/z = 824 (M+H). 
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Ryamnle 16 : Preparation of the compou nd 86Ri = isobutvn 



F 




0.5 g of inteETtnediate l^S was reacted with 0.16 mL of 3-(dimethylamino)propylainine 
5 in 10 mL of acetonitrile, at 60°C, during 2h, The reaction mixture was thra evaporated, 
yielding 0.54 g (100%) of the desired intermediate N'-[(l,l-dimethylethoxy)carbonyl]- 
N'-[(3-fluoTopheQyl)methyl]glycyl-N-[(lS,2R)-2-hydro 

(dimethylamino)propylaiiiino]benzothiazol-6-yl]sulfonyl](2-me&^^ propyl)amino]-l- 
(phenytaiethyl)propyl]-3-methyl-L-Valinamide. Mass spectral data : m/z = 912 (M+H). 



0.54 g of the previous intennediate was dissolved in 10 mL of HCl in isopropanpl. The 
reaction mixture was stirred at room temperature during 2h, then evaporated. The crude 
compoimd was purified by preparative HPLC, yielding 83 mg of the desired final 
compound 86 N'-[(3-fluorophenyl)me11iyl]glycyl-N-[(l S,2R)-2-hydroxy-3.[[[2"[3- 
1 5 '(dimethylamino)propylamino]beiizothiazol-6-yl]sulfonyl](2-methylpropy^^ 

(phenylmethyl)propyl]-3-methyl-L-'Valinamide, bis-triflnoroacetate, obtained as a TFA 
salt. Mass spectral data : m/z = 812 (M+H). 

Example 17 : Preparation of the compounds 87 (Ri = isobutvl'^ 



0.5 g of intermediate h:5 was reacted with 0.18 mg of iV-methyl, iV-(2-morpholin-4- 
ylethyl)amine in 10 mL of acetonitrile, at 60°C, overnight. 0.9 g of iV-methyi, //-(2- 
morpholin-4-ylethyl)amine was then added again to the reaction mixture, whidi was 

25 further stirred during two days. The reaction mixture was then evaporated and purified 
on silica gel elutmg with 5% methanol in dichloromethane, yielding 0.6 g (100%) of 
the desired intemiediate N'-[(l,l-dimefliylethoxy)carbonyl]-N'-[(3-fluoropheayl) 
methyl]glycyl-N-[(lS,2R)-2-hydroxy-3-[[[2-[iV-methyl^K2-^^ 
amino]benzotbia2X)l-6-yl]suIfonyl](2-methylpropyl)aiiiino]-l-(phenyh^ 

30 methyl-L-Valinamide, Mass spectral data : m/z = 954 (M+H). 



10 



20 




F 
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^8- 

0.6 g of the previous intermediate was dissolved in 100 mL of HCl in isopropanol. The 
reaction mixture was stirred at room temperature during 2h, then evaporated arid treated 
with a mixture of dichloromethane and a solution of sodium carbonate in water. The 
organic phase was then dried over MgS04 and evaporated. The crude compound was 
purified by preparative HPLC, yielding 424 mg (60%) of the desired final compound 
87 N'-[(3-fluorophenyl)methyl]giycyl-N-[(lS,2R>2-hydroxy-3-[ 
moipholin-4-ylethyl)amino]benzotWazol-6-yI]sdfonyl](2-me%^ 
(phenylmethyI)propyl]-3-methyl-L-VaIinamide, bis-trifluoroacetate, obtained as a TFA 
salt Mass spectral data : m/z = 854 (M+H). 

The following tables list the compounds of formula (I) which were prepared following 
one of the above reaction schemes. 
Table 1 





Co. 
No. 



Scheme 



salt fonn / stereochemistry of bicydic ring 



6 
7 

8 

9 
10 

11 



A 
A 
D 
B 



D 
D 

D 

A 
D 

D 



-NH-CO-CH3 
-NH-COO-QjHs 
-NH-CO-CH2-N(CH3)2 
-NH-(CH2)2-N(CH3)2 

H 

-NH-CH2-COOCH3 
H 
H 

-N(CH3)-COCH3 

H 

-NH-CO-CH2-N(CH3)2 



free base / (3R,3aS,6aR) + (3S,3aR,6aS) 
free base / (3R,3aS,6aR) + (3S,3aR,6aS) 
free base / (3R,3aS,6aR) + (3S,3aR,6aS) 
free base / (3R,3aS,6aR) + (3S,3aR,6aS) 

free base / (3R,3aS,6aR) + (3S,3aR,6aS) 

free base / (3R,3aS,6aR) + (3S,3aR,6aS) 
free base / (3R,3aS,6aR) + (3S,3aR,6aS) 

HCl (1.1) / (3R,3aS,6aR) + (3S.3aR,6aS) 

free base / (3R,3aS,6aR) + (3S,3aR,6aS) 
free base / (3R,3aS,6aR) + (3S,3aR,6aS) 

free base /(3R,3aS,6aR) 
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Co. 
No. 



12 
13 
14 

15 

16 

17 

18 

19 
20 

21 

22 
23 

24 
25 
26 
27 



Scheme 



C 
D 

B 

B 
B 

B 

B 
B 

B 
B 
B 



Ra 



H 



-NH-(CH2)2-N(CH3)2 

H 

— N^^^^N-CHs 
H3Cy° 



■o 



CH, 



°Yo-|-CH3 

-NH-(CH2)3-N(CH3)2 
-NH-(CH2)2-NH(CH3) 



CHg 



salt fonn / stereodiemistry of bi&yclic ring 



firee base / (3R,3aS,6aR) 
ftunarate (1:1) / (3R,3aS,6aR) 
HCl(l:l)/(3R,3aS,6aR) 

oxalate (1:1) / (3R,3aS,6aR) 

free base / (3R,3aS,6aR) 
free base / (3R,3aS,6aR) 

firee base / (3R,3aS,6aR) 

free base / (3R,3aS,6aR) 

free base / (3R,3aS,6aR) 

free base / (3R,3aS,6aR) 

free base / (3R,3aS,6aR) 
free base / (3R,3aS,6aR) 

free base / (3R,3aS,6aR) 
free base / (3R,3aS,6aR) 
free base / (3R,3aS,6aR) 

freebase/(3R,3aS,6aR) 
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Co. 
No. 


Scheme 




salt form / stereochemistry of bicycKc ring 


28 


B 




free base / (3R,3aS,6aR) 


Table 2 




" * Ah I ° 
R. 


Co. 
No. 


Scheme 


Ra 


Rb 


Salt / stereochemistry of 
bicyclic ring 


29 


A 


<CH2)2-NH-(2-pyridinyl) 


-NH-CO-CHs 


free base/ 

(3R,3aS,(SaR) + f3S,3aR,6aS) 



Table 3 




Co. 
No. 



Scheme 



R, 



Salt / stereochemistry in R^ 
group . 



30 



31 



32 



33 




HA 



CH3 




■CH3 

CH3 



H3C 

-N(CH3)-CO-CH3 



-N(CH3)-CO-CH3 



-N(CH3)-CO-CH3 



free base/- 



free base / ■ 



trifluoroacetate (1:1)/- 
fi^base/ 

(3R,3aS,6aR)+(3S,3aR,6aS) 
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Table 4 

OH 



Co. 


Scheme 






Salt / stereochemistry in Ra 
group 


34 


D 




-NH-CO-CIfc.N(CH3)2 


free base /3S 


35 


D 




0 


free base /3S 


36 


D 




-NH-CX>-CH2-N(CH3)2 


free base / 3S 


37 


E 


CH3 




free base / - 


38 


B 




.NH-(CH2)2-N(CH3)2 


free base/ - 


39 


B 


>=< 

HjN CH3 


-NH-(CH2)2-N(Cn3)2 


free base / - 


40 


B 


/CH3 


-NH-(CH2)2-N(CH3)2 


free base / - 


41 


B 






free base / - 


42 


D 


CH3 




fiw base / - 


43 


D 


CH3 


-NH-CO-CH2-N(CH3)2 


free base / - 


44 


B 




-NH.(CH2)2-N(CH3)2 


free base / ± trans 
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Co. 
No. 


Sdieme 


R. 




Salt / stereochemistry in Ra 


45 


B 


H,N CH3 




free base / - 


46 


B 






free base / - 


47 


6 


CH3 




trifluoroacetate (1:1) / - 


48 


B 




-NH-(CH2)2-N(CH3)2 


free base / - 


49 


B 




-iT-O 


free base / - 


50 


B 




-CO 


trifluoroacetate (1:1) / - 


51 


B 










D 




-NH-(CH2)3-N(CH3)2 


free base / - 


53 


B 




-NH-(CH2)3-N(CH3)2 


free base / - 


54 


B 


CH3 

Or 


-NH-(CH2)3-N(CH3)2 


fi«e base / - 


55 


B 


H 


H 


free base / - 


56 


B 




-NH-(CH2)2-N(CH3)2 


free base / 3S 


57 


B 






freebase/- 


58 


B 






free base / - 
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Co. ! 
No. 


Scheme 






59 


B 


CH 

&^ 




60 


B 


Qr 

H^N CHg 




61 


D 




n 


62 


D 


HgN CHg 


H ^ 


63 


B 




o 


64 


B 




O 


65 


B 


>=< 


o 

A /-A 


DO 


13 


M 

HjN CH, 


o 

A r~\ 


67 


B 




PI VJ 


68 


B 






69 


B 






70 


E 


CHg 




71 


B 






72 


A 


02N-^^-CH3 


-NH-CO-CH3 



Salt / stereochonistry in Ra 
groiip : L 



free base/ - 

free base / - 

free base / - 

free base / - 

free base / 3S 
Trifluoroacetate (1 :1) / 3S 
free base / - 

Trifluoioacetate (1:1)/- 

freebase/3S 
Trifluoroacetate (1:1) / 3S 
free base / - 

free base / - 
free base/ - 

free base / - 
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Co. 
No. 


Scheme 


Ra 




Salt / stereochemistry in Ra 
group 


73 


A 




-NH-CO-CH3 


free base A- 


74 


A 




-NH-CO-CH3 


freebase/- 


75 


E 


• CH, 


0 


free base / - 


76 


A 




HX F 


free base / - 










77 


A 






free base/ - 


78 


B 


CHg . 

CH3 


cAcH, 


free base/ - 


79 


A 


0-° 


-N(CH3)-CO-CH3 


free base/ 3S 


80 


A 




-N(CH3>CO-CH3 


free base / - 


81 


A 






free base / - 


82 


A 


H/l OH3 


-N(CH3)-CO-CH3 


free base / - 


83 


A 


HO CHg 


-N(CH3)-CO-CH3 


free base / - 


84 


A 




-NH-CO-CH3 


fiiee base / - 



Examples of compounds according to the invention are shown in Table 5 
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CO I 

04 


Structure 


16 


(l-Beiizyl-3-{[2-(2- 
dimethylamino- 
etliylamino)-benzothiazole- 
6-suIfonyl]-isobutyl- 
amino} -2-hydroxy-propyl)- 
carbamic acid hexahydro- 
furo[2,3-b] £uran-3-yl ester 




Structure 

(l-Benzyl-3-{[2-(2- 

dimethylamino- 

ethylamino)-benzothiazole- 

6-sulfonyI]-isobutyl- 

ainino}-2-hydroxy-propyl)- 

carbamic acid tetrahydro- 

furaii-3-yl ester 


20 


1 -Benzyl-2-hydroxy-3- 

{isobutyl-[2-(2-pyrTolidin- 

l-yl-ethylamino)- 

benzothia2Qle-6-sulfonyl]- 

aiiiino}-propyl)-carbamic 

acid hexahydro-£iin)[2,3;b] 

&ran-3-yl ester 


88 


[l-Ben2yl-3-({2-[{3- 
dimethylamino-propyl)- 
methyl-amino]- 
benzothiazole-6-sulfonyl}- 
isobutyl-amino)-2-hydroxy- 
propylj-caibamic acid 
hexahydro-furo[2,3-b] 
furaii-3-yl ester 


93 


[l-Benzyl-3-({2-[(l-ethyI. 

pyrrolidin-2-ybnethyl)- 

ainino]-beiizothiazole-6- 

sulfonyl}-isobutylramino)- 

2-hydroxy-propyl]-caibaimc 

acid hexfiiydro-furo[2,3-b] 

furan-3-yl ester 


87 


N*-t(3-fluoropheayl)metliyr 

glycyI.N.[(lS,2R)-2. 

hydroxy-3r[[[2-[N- 

methylJ<l-(2-inorpholm'4- 

ylethyl)amino]benzothiazol- 

6-yl]sulfonyl](2- 

methylpropyOamino]- 1 - 

(phenylmethyl)propyl]-3- 

methyl-L-ValiMmide, bis- 

trifluoroacetate 


86 


N'-[(3-fluoropbeiiyl) 

metliyl]glycyl-N-[(lS^R)- 

2-.hydn3xy-3-[[[2^[3- 

(djmethylainino)|^pylamiii 

o]benzothiazol-6* 

yl]sulfonyl](2- 

metbylpropyl)ainiiio]-l- 

(phenylmethyl)propyl]-3- 

methyl-L-Valinamide, bis- 

trifluoroacetate. 


85 


fluorophenyl)methyl]glycyl- 
N-[(lS,2R)-2-hydroxy-3-. 
[(2-methylpropyl)[[2-[2-. 
(pyrrolidin-l- 

yl)ethylamino]benzothia2ol- 
6-yl]sulfonyl]amino]-l- 
(phenylmefliyl)propyl]-3~ 
methyl-L-Vdinamide, bis- 
trifiuoroacetate 



Table 6 

The following compovinds were also prepared. The compoimds were evaluated 
5 according to the methods described infra. Column 3 displays the results as pEC50 
against wild type virus (lEDB). Column 4 displays the results as pECSO against wild 
virus strain F (R13025). Column 5 displays the results as pEC50 against wild virus 
strains (Rl 3080). 
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Compound 
number 


Structure 


H1V-AVE-MT4- HIV-AVE- 
IU|•TT-mB-^ MT4-MTT- 


HIV-AVE-MT4- 
MTT-R13080-2- 






002pEC60 


R130eS4- 
002PEC50 


002pECS0 


100 




8.88 


7.36 


7.15 


101 




6.62 


102 




7.92 


6.88 


6.02 


103 




7.7 


6.76 


6.28 


104 




7.18 


105 


^^■^<^^ 


7,33 


7.25 


6.32 


106 




7.96 


7.26 


6.66 


107 




8.7 


6.8 


6.18 


108 




7.61 


6.54 


6.09 


109 




5.68 


5.38 




110 




8.09 


6.17 


5.81 


111 




7.61 


6.63 


6.18 


112 




8 


6.91 


6.82 


113 




8.29 


7.61 


7.36 
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Compound structure 

number 


HIV-AVE-MT4- HIV-AVE- HIV-AVE-MT4- 
MTT-HIB-a- MT4-MTr- MTT-R13080-2- 
002pEC50 R13025-2- 0Q2pEC50 
002 DECSiO 


.114 




7.69 7.47 6.85 


115 




6.12 5.21 5 


116 




r 


7.5 7.49 7.36 


117 




7.32 7.45 6.72 


118 




6.52 . 


119 




b 


6.48 


120 




6.5 


121 




7.68 5.55 5 


1 




P 


5 92 


123 






5.8 


124 






5.7 
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Compound structure HIV-AVE-MT4- HIV-AVE- HIV-AVE-MT4- 

number MTMfrB-2- nm-iHTr- imtt-ai308o«- 

002pEC50 R13Q25-2- OQ2pEC50 

002PEC5D 



125 




8.2 7.57 6.84 


126 




7.31 5.5 5 


127 




7.78 7.5 6.87 


128 




8.23 7.72 7.25 


129 




7.2 


130 




7.23 


131, 




7.33 6.08 5.98 


132 




7.19 


133 




7.67 7.47 6.8 


134 




7.21 


135 




7.18 


136. 




6.14 


137 




5.77 
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Compound 
numiser 


structure 


HIV-AVE-MT4- HIV-AVE- 
MTOIIB-a- MT4-Mrr- 
002pEC5O R13025-2- 
002PEC60 


HIV-AVE-MT4-> 
MTT-RI 3080-2- 
002pEC60 


,138 




5.84 


139 




5.68 


5.51 


5 


140 




8.34 


8.12 




141 




7.83 


6.49 


6.02 


142 




5.25 


143 




7.13 


5 


5 


144 




0 


145 




7.9 


7.4 


6.84 


146 




8.02 


6.52 


6 


147 




6.47 






148 




6.43 


6.51 


6.56 


149. 




7.29 , 






150 




7.37 


6.79 


6.18 
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Compound structure HIV-AVE-MT4- HIV-AVE- HIV-AVE-MT4- 

number MirmiB-z- mt4-mtt- mtt-risobo-z- 

002pEC50 R13025-2- 002pECS0 
002PECSO 


151 


'jS 6.97 6.09 5.57 


152 




7.48 6.25 5.76 


153 




8.13 7.34 6.47 


154 




8.26 7.42 6.43 


155 


o 


7.37 7.61 7.49 


156 




8.14 8.27 7.56 


157 


p 


7.54 7.5 6.85 


158 


p 


8,48 8.1 7.52 


159 




8.1 7.78 7.46 


160 




7.29 6.32 5.61 


161 




8.04 7.76 7.47 


162 




7.69 7.33 6.8 


163 




7.94 7.31 6.67 


164 




8.15 7.47 6.8 
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ComDOund 
number 


Structurfi 


HIV-AV&im- HIV-:AVE- 
MTT-IIIB-2- MT4-MtT- 
002 pECSO R1302S-2- 
002 PEC50 


HIV-AVE-MT4-" 
MTT-m 3080-2- 
002pECSO 


165 




7.35 


6.91 


6.2 


166 




8.2 


7.66 


7.13 


167 




8.31 


7.51 


6.85 


168 




7.61 


7.5 


6.87 


169 




8.07 


8.17 


7.45 


170 




8.12 


7.76 


6.79 


171 




7.29 


6.73 


6.07 


172 




7.37 


6.61 


6.09 


173 




8.25 


7.52 


6.81 


174 




8.04 


6.88 


6.18 
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Compound structure HIV-AVE-WIT4- HIV-AVE- HIV-AVE-NTTA- 

number mtt-iiib-z- mt4^wtt- MTr-Riaoaa-Sr 

002pEC50 R13025-2- 002pEC50 
002PEC60 


175 




7.3 6.03 5.5 


176 




8.39 7.2 6.65 


177 




7.43 8.12 7.31 


178 




7.76 7.97 7.47 


179 




Q nc 7 Oyl 7 to 
O.UO / .^4 / .«3t 


180 




6.81 6.05 5 


181 




7.48 6.28 5.74 


182 




8.32 7.44 6.77 


183 




8.45 . 8.77 8.15 


184 




7.76 8.35 7.57 


185 




7.34 7.48 7.46 


85 




7.24 


186 




8.21 8.18 7.54 


86 
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Compound Stmcture HIV-AVE-MT4-HIV-AVE- HIV-AVE-MT4- 

number mtt-iiib-2- nn^MKiiT- MTr-Ri30Bo-2- 

002pECS0 'm3025-2- 002pEC50 
002liEC50 


..,187 






188 




8.7 7.03 6.88 


189 




7.35 6.99 6.86 



Antiviral analyses; 

The compounds of the present invention were examined for anti-viral activity in a 
cellular assay. The assay demonstrated that these compounds exhibited potent anti- 
5 HIV activity against a wild type laboratory HIV strain (HIV-1 strain LAI), The cellular 
assay was performed according to the following procedure. 

Cellular Assav Experimental Method: 

HIV- or mock-infected MT4 cells were incubated for five days in the presence of 
10 various concentrations of the inhibitor. At the end of the incubation period, all HIV- 
infected cells have been killed by the replicating virus in the control cultures in the 
absence of any inhibitor. Cell viability is measured by measuring the concentration of 
MTT, a yellow, water soluble tetrazolium dye that is converted to a purple, water 
insoluble formazan in the mitochondria of living cells only. Upon solubilization of the 
15 resulting formazan crystals with isopropanol, the absoxbance of the solution is 
monitored at 540nm. The values correlate directly to the number of living cells 
remaining in the culture at the completion of the five day incubation. The inhibitory 
activity of the compound was monitored on the virus-infected cells and was expressed 
as EC50 and EC90. These values represent the amount of the compound required to 
20 protect 50% and 90%, respectively, of the cells from the cytopathogenic effect of the 
virus. The toxicity of the compound was measured on the mock-infected cells and was 
expressed as CC50, which represents the concentration of compound required to inhibit 
the growth of the cells by 50%. The selectivity index (SI) (ratio CC50/EC50) is an 
indication of the selectivity of the anti-HIV activity of the inhibitor. 

25 

The compounds 1-4, 7, 9-19, 21, 24-26, 28, 33-35, 37-43, 45, 46, 49, 50, 56, 61-64, 66, 
68, 70, 71, 75, 79-83 and 88-93 all have an EC50 value against HIV-1 strain LAI of less 
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than 50 nM. The SI for these compounds ranges between about 400 up to more than 
47000. 

The compounds 5, 6, 20, 22, 23, 29, 36, 44, 47, 48, 51-55, 58, 59, 69, 72-74, 76-78 and 
84 all had an EC50 value against HIV-1 strain LAI between 50 nM and 500 nM. The SI 
5 for these compounds ranges between about 26 up to more than 1900. 

The compounds 27, 30, 31, 57 and 60 have an EC50 agamst HIV-1 strain LAI of more 
than 500 nM. The SI for these compounds ranges between more than 13 up to more 
than 183. 

10 Antiviral spectrum; 

Because of the increasing emergence of drug resistant HIV strains, the present 
compounds were tested for thdr potency against clinically isolated HTV strains 
harboring several mutations. These mutations are associated with resistance to protease 
inhibitors and result in viruses that show various degrees of phenotypic cross-resistance 
15 to the currently commercially available drugs such as for instance saquinavir, ritonavir, 
nelfinavir, indiaavir and amprraavir. 

Results; 

As a measure of the broad spectrum activity of the present compounds, tiie fold 
20 resistance (FR) defined as FR = ECsoCmutant strain)/EC5o(HIV-l strain LAI). Table 7 
shows the resxilts of the antiviral testing in terms of fold resistance. As can be seen in 
this table, the present compounds are efifective in inhibiting a broad range of mutant 
strains. 
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The codes used for the strains are as follows 



Strain 


Resistance associated mutations 


Qfrain 
OlXaui 


I^MictflTiop DQcn/^iAtf!/) tniitaHnn^ 

^GoAOUIUWw CI3oi/vl«liGU JJUUl>CUiJ.V/Ui3 


A 


LIO]^ K20R, M36I, I54V, A71V, V82T, 

lo4V ... 


L 


LIOI, L24I, G48V, I54V, V77I, V82T, 

T OHM 


B 


LIOI, K20R, L241, M36I, I54V. L63P, 

A'liXT XrOOT* XOA\T 

A71V, V82T, I84V 


M 


LIOI, I24I, M36I, I54V, L63P, V82T, 


C 


LIOI, K20R, M36I, M46I, I54V, L63P, 
A71 V, V82T, L90M 


N 


LIOI, M46I, I54V, L63P, A71V, V82A, 
L90M 


D 


LIOI, M36I, I54V, L63P, A71V, G73S, 
I84V L90M 


O 


LIOI, L24I, M36I, I54V, L63P, A71V. 
I84V 


E 


LIOI, K20R, L24I. M36I, M46I, I54V. 
Lo3P, Aviv, G73S, V82T, I84V, L90M 


P 


LIOI, D30N, L63P, V77I, N88D 


Q 


LIOI, K20R, I54L, L63P, A71V, G73S, 
L90M 


F 


LIOL M46I, L63P, A71 V, I84V 


G 


LIOI, L24I, M36V. M46I. I54V, L63P, 
A71V,V82T,I84V 


R 


LIOI, M46I, I54V, L63P, A71T, Y77L 
V82A, L90M 


H 


LIOI, K20R, M36I, L63P, A71V, G73S, 
V77I,I84V.L90M 


s 


LIOF, M46I, L63P, A71V, I84V 


T 


V32I, M36I, M46L MTV, I50V, L63P. 
L90M 


I 


LIOI, K2PM, I54V, L63P, A7IV, I84V, 
L90M 


U 


LIOF, M46I, I47V, L63P, A71V, I84V 


J 


LIOI, M36I, M46I, L63P, A71V, V77I, 
I84V, N88D, L90M 






K 


LIOI, M36I, I54V, L63P, A71V, V82T, 
L90M 





Biovaaabaitvi 

S The bioavailability of the present compounds was measured in rats. The compounds 
were administered orally or intra peritoneal. Animals were sacrificed at different time 
points after administration, whole blood was collected and serum prepared by standard 
methods. Concentration of the compound in serum was determined by titrating the 
anti-HTV activity present in the sample according to the procedure described above. 

10 Serum concentrations were also measured by HPLC-MS. 
Protein Binding analyses; 

Human serum proteins like albumin (HSA) or alpha-1 add glycoprotein (AAG) are 
known to bind many drugs, resulting in a possible decrease in the effectiveness of those 
compounds. In onler to determine whether the present compounds would be adversely 
15 effected by this binding, the anti-HIV activity of the compounds was measured in the 
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presence of human serum, flius evaluating fhe effect of the binding of the protease 
inhibitors to those proteins. 

Pharmacokinetic data 
5 The pharmacokinetic properties of compounds 20, 88 and 90 were tested on rats and 
dogs. The compounds were evaluated in Whistar rats, source Iffa Credo, weighing 
approximately 350 g. Before dosing the animals &sted ovemi^t (approximately 
12 h fasting period). The compounds were dissolved in DMSO. The results represented 
in the table concern the results fiom the oral dosing of the compounds. Blood was 
10 sampled at 30 min, Ih, 2h, 3h, no pre-dose sample was taken. The amount of the 

compound in the biological sample was determined using LC-MS. hi the table below 
"or" meatis oral dosing, "mpk'* means mg per kilogram. 

The results are illustrated in Table 8. 

15 



Table 8 



Conqwund 


Cmax (ng/ml) 
(or, ratjlOmpk, 
DMSO) 


Cahonis (ng/ml) 
(or, ratjlOmpk, 
DMSO) 


Cmax (ng/ml) 
(or, dog, lOmpk, 
DMSO) 


20 


1425 


401 


713 


88 


254 


225 


379(PEG) 


90 


893 


684 


550 



A hi^ plasma level can be observed for these compounds and more specifically for the 
compoimd such as compound 20, which is due to the good solubiUty of said 
20 compounds in water. 
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CLAIMS 

1. A compound having the formula (I) 

R2 OH R4 ^ ^ 

5 and iST-oxides, salts, stereoisomeric forms, racemic mixtures, prodrugs, esters and 
metabolites thereof, wherein 

Ri and Rs are, each independently, hydrogen, Ci^alkyl, Ca^alkenyl, arylCi^alkyl, 
C3.7cycloalkyl, Ca-TcycloalkylCi^alkyl, aryl, Het\ Het^Ci^alkyl, Het^, 
Het^Ci^alkyl; 
10 Riniay also be a radical of formula 

RlOa 

00 



wherein 

R9 , RiOa and Riob are, each independently, hydrogen, CMalkyloxycarbonyl, 
carboxyl, aminocarbonyl, mono- or di(Ci-4alkyl)amiBOcarbonyl, 

15 C3:7cycloalkyl, C2-6alkenyl, C2-€alkynyl or CMalkyl optionally substituted 

with aryl, Het^ Het^, Cs-vcycloalkyl, CMalkyloxycarbonyl, carboxyl, 
aminocarbonyl, mono- or di(CMalkyl)aminocarbonyl, aminosulfonyl, 
CMalkylS(0)t, hydroxy, cyano, halogen or amino optionally mono- or 
disubstituted where the substituents are selected jfrom CMalkyl, aryl, 

20 arylCi^alkyl, C3-7cycloalkyl, Cs.TcycloalkylCMalkyl, Het^ Het^, 

Het^CMalkyl and Het^CMalkyl; whereby R9, Rioa and the carbon atoms to 
which they are attached may also form a C3.7cycloalkyl radical; when L is 
-0-Ci^alkanediyl-C(=0)- or -NRg*CMalkanediyl-C(=0>, then R9 may 
also be 0x0; 

25 Riu is hydrogen, Cz-ealkenyl, C2-6a;lkynyl, C3.7cycloalkyl, aryl, arylCMalkyl, 

aminocarbonyl optionally mono- or disubstituted, aminoCMalkyl- 
carbonyloxy optionally mono- or disubstituted, CMalkyloxycarbonyl, 
aryloxycarbonyl, Het^oxycarbonyl, Het^oxycarbonyl, aryloxycarbonyl- 
. CMalkyl, arylCMalkyloxycarbonyl, CMalkylcarbonyl, C3-7cyclo- 

30 alkylcarbonyl, • C3.7cycloalkylCi-4alkyloxycarbonyl, C3-7cycloalkyl- 

carbonyloxy, carboxylCM^lkylcarbonyloxy, CMalkylcarbonyloxy, 
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arylCi^kylcaibonyloxy, arylcarbonyloxy, aryioxycaibonyloxy, 
Het'carbonyl, Het^carbonyloxy, Het^CMalkyloxycarbonyl, Het^caibonyl- 
oxy, Het^CMalkylcarbonyloxy, Het^CMalkyloxycarbonyloxy or CMalkyl 
optionally substituted with aryl, aryloxy, Het^ , halogen or hydroxy; 

5 wherein the substituents on the amino groups are each independently . 

selected from CMalkyl, aryl, arylCMalkyl, C3.7cycloalkyl, 
C3-7cycloalkylCMalkyl, Het\ Het^, Het^CMalkyl and Het?CMalkyl; 
Riib is hydrogen, Cs-vcycloalkyl, C2^alkenyl, C2-6alkynyl, aryl, 
Ci^alkyioxycarbonyl, Het^ Het^ or CMalkyl optionally substituted with 

10 halogen, hydroxy, CMalkylS(=0)t, aryl, Cs-vcycloalkyl, Het^ Het^, amino 

optionally mono- or disubstituted where the substituents are selected from , 
Ci^alkyl, aryl, arylCMalkyl, C3-7cycloalkyl, C3.7<ycloalkylCMalkyl, Het^ 
Het^, Het^CMalkyl and Het^CMalkyl; 
whereby Ri ib may be linked to the remainder of the molecule via a sulfonyl group; 

15 each independently t is zero, 1 or 2; 

R2 is hydrogen or Ci^alkyl; 

Lis -C(=0)-, "(XXrOh -NR8-C(=0>, .0-Ci^a]kanediyl-C(=O)-, 
-NR8-Ci^alkanediyl-C(=0)-, -S(=0)2-, -0-S(=0)2-, -NR8-S(=0)2 whereby either 
the C(=0) group or the S(=0)2 group is attached to the NR2 moiety; and whweby 
20' the alkanediyl moiety is optionally substituted with aryl, arylCMalkyl, 

C3.7cycloalkyl, C3.7cycloalkylCMalkyl, Het\ Het^, Het^CMalkyl and 
Het^CMalkyl; 

R3 is C|-6alkyl, aryl, Cs-vcycloalkyl, C3-7cycloalkylCMalkyl, or arylCMalkyl; 
R4is hydrogen, Ci^alkyloxycatbonyl, carboxyi, aminocarbonyl, mono- or 
25 di(CMalkyl)aminocarbonyl, C3-7cycloalkyl, Ca-ealkenyl, C2-6alkynyl or Ci^alkyl 

optionally substituted with aryl, Het\ Het^, C3-7cycloalkyl, CMalkyloxycarbonyl, 
carboxyi, aminocarbonyl, mono- or di(CMalkyl)aminocarbonyl, aminosulfonyl, 
CMalkylS(=0)t, hydroxy, cyano, halogen or amino optionally mono- or 
disubstituted where the substituents are selected from CMalkyl, aryl, aryl- 
30 CMalkyl, Cs-Tcycloalkyl, C3-7cycloalkylCMalkyl, Het^ Het^ Het^CMalkyl and 

Het^CMalkyl; 

A is Ci^alkanediyl, -C(==OK -C(=S)-, -S(=0)2-, Ci.6alkanediyl-C(=0)-, 
Ci.6alkanediyl-C(=S)- or CMalkanediyl-S(=0)2-; whereby the point of 
attachment to the nitrogen atom is the Cugalkanediyl group in those moieties 
35 containing said group; 

R5 is hydrogen, hydroxy, Ci^alkyl, Het^Ci-ealkyl, Het^Ci-salkyl, aminoCMalkyl 
whereby the amino group may optionally be mono- or di-substituted with 
CMalkyl; 
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R6is CMalkyloxy, Het\ Het^oxy, Het^, Het^oxy, aryl, aryloxy or amino; and in case 
-A- is other than Ci-eaUcanediyl then may also be Ci^alkyl, Het^CMalkyl, 
Het^oxyCMalkyl, Het^CMalkyl, HetWyCMalkyl, arjdCMalkyl, aryloxyCMalkyl 
or aminoCi^alkyl; whereby each of the amino groups in the definition of Re may 
optionally be substituted with one or more subslituents selected from CiJ^aSkyly 
CMalkylcarbonyl, CMalkyloxycarbonyl, , aryl, arylcarbonyl, aryloxycarbonyl, 
Het^ Het^, arylCi-4alkyl, Het^CMalkjd or He^CMaUcyl; and 
R^ and -A-R^ taken together with the nitrogen atom to which they are attached may 
also form Het ■ or Het^. 

2. A compound according to claim 1, wherein 

Ri and Rs are, each independently, hydrogen, Ci-6alkyl, C2-6alkenyl, arylCi^alkyl, 
Cs^Tcycloalkyl, Cs-vcycloalkylCi^alkyl, aryl, Het\ Het'Ci^alkyl, Het^, 
Het?C,^alkyl; 
IS Ri may also be a radical of formula 

Rllb ^ 

wherein 

R9 , Rioa and Riob are, each independently, hydrogen, CMalkyloxycarbonyl, 
carboxyl, aminocarbonyl, mono- or di(CMalkyl)aminocarbonyl, 

20 C3-7cycloalkyl, C2^alkenyl, Ca^alkynyl or CMalkyl optionally substituted 

with aryl, Het\ Het^, C3.7cycloalkyl, CMalkyloxycarbonyl, carboxyl, 
aminocarbonyl, mono- or di(Ci-4alkyl)aminocarbonyl, aminosulfonyl, 
CMalkylS(0)t, hydroxy, cyano, halogen or amino optionally mono- or 
disubstituted where the substituents are selected fix>m CMalkyl, aryl, 

25 arylCMalkyl, Ca-vcycloalkyl, Ca-vcycloalkylCMalkyl, Het\' Het^, 

Het^CMalkyl and Het^CMalkyl; whereby R9, Rioa and the carbon atoms to 
which they are attached may also form a Ca-Tcycloalkyl radical; 
Riia is hydrogen, C2^alkenyl, Ca-ealkynyl, Cs^ycycloalkyl, aryl, aminocarbonyl 
optionally mono- or disubstituted, aminoCMalkylcarbonyloxy optionally 

30 mono- or disubstituted, Ci-4alkyloxycarbonyl, aryloxycarbonyl, 

Het^oxycarbonyl, Het^oxycarbonyl, aryloxycarbonylCMalkyl, 
arylCMalkyloxycarbonyl, CMalkylcarbonyl, C3-7cycloalkylcaibonyl, 
C3-7cycloalkylCMalkyloxycarbonyl, C3.7cycloalkylcarbonyloxy, 
carboxylCMalkylcarbonyloxy, Ci^alkylcaibonyioxy, arylCi^alkyl- 



wo 02/083657 PCT/EP02/01788 

-74- 

caibonyloxy, arylcarbonyloxy, aryloxycaibonyloxy, Het'caibonyl, 
Het'carbonyloxy, Het'CMalkyloxycarbonyl, Het^carbonyioxy, 
Het^CMalkylcarbonyioxy. Het'CMalkyloxycarbonyloxy or CMalkjd 
optionaUy substituted with aryl, aryloxy, Het^ or hydroxy; wherein fee 

5 substituents on the amino groups are each independently sdected from 

CM,alkyl, aryl, aiylCMalkyl, C3.7cycloalkyl, Ca-TcydoalkylCMalkyl, HetS 
Het^, Het'Ci^alkyl and Hel?CMalkyl; 
Rubis hydrogen, C3-7cycloalkyl, Ca-ealken^il, Ci-ealkynyl, aryl, Het', Het^ or 
Ci.4alkjd optionally substituted with halogen, hydroxy, CMalkylS(=0)b 

10 arji, C3.7cycloalkyl, Het', Het^, amino optionally mono- or disubstituted 

where the substituents are selected fix»m Ci^alkyl, aryl, arylCMalkyU 
Cj.7cycloalkyl, Cs-TcycloalkylCMalkyl, Het*. Het^ Het'CMalkyl and 
Het^CMalkyl; 

whereby Rub may be linked to Ihe remainder of the molecule via a sulfonyi 

15 gro^; 

each indepoidaitly t is zoo, 1 or 2; 
Ra is hydrogen or Ci^alkyl; 

Lis -C(=0)-, -0-C(=OK -NR8-C(=0>, -0-Ci^alkanediyl-C(=0)-, -NRg-Ci-salkane- 
diyl-C(=0)-, -S(=0)2-, -0-S(=0)2-, -NR8-S(=0)2 whereby either the C(=0) group 
20 or the S(=0)2 group is attached to the NR2 moiety; 

R3 is Ci^alkyl, aryl, C3.7cycloa]kyl, C3-7cycloalkylCi.4alkyl, or arylCMalkyi; ■ 
R4 is hydrogen, CMalkyioxycarbonyl, caiboxyl, aminocarbonyl, rnono- or 
di(CMa]kyl)atmnocarbonyl, Cj-Tcycloallcyl, Ci-salkenyl, C2^alkynyl or Ci.6alkyl 
optionally substituted with aryl, Het', Het^, C3.7cycloalkyl, CMalkyloxycaibonjd, 
25 caiboxyl, aminocarbonyl, mono- or di(CMalkyl)aimnocarbonyl, aminosulfbnyl, 

CMalkylS(=0)t, hydroxy, cyano, halogen or amino optionally mono- or 
disubstituted where the substituents are selected from Ci-talkjd, aryl, 
aiylCMalkyl, C3.7cycloalkyl, C3.7cycloalkylCMa]kyl, Het', He»^, Het'CMslkyl 
andHel^Cj^alkjd; 

30 A is Cwalkanediyl, -C(=0)-, -C(=^)-, -S(=0)2-, Ci.6alkanediyi-C(=0)-, 
Ci<alkanediyl-C(=S)- or Ci^alkanediyl-S(=0)2-; whereby the point of 
attadiment to tiie nitrogen atom is the Q^alkanediyl group in fliose moieties 
containing said group; 
Rs is hydrogen, hydroxy, Ci^alkyl, Het'Ci^alkyl, Het^Ci^alkyl, aminoCi^alkyl 

35 whereby the amino group may optionally be mono- or di-substituted wifli 

CMalkyl; 

Rfi is C,.«alkyioxy, Het', Het'oxy, Hel?, Het^oxy, aryl, aryloxy or anuno; and in case 
-A- is other fean Ci-calkanedijd flien may also be Cwalkjd, Het'CMalkyl, 
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Het^oxyCMalkyl, Het^CMalkyl, Hel^oxyCMalkyl, arylCMalkyl, aryloxyCMalkyl 
or aminoCMalkyl; whereby each of the amino groups in the definition of may 
optionally be substituted with one or more substituents selected fix)m CMalkyl, 
CMalkylcarbonyl, CMalkyloxycarbonyl, aryl, arylcarbonyl, aryloxycarbonyl, 
5 Het^, Het^ arylCMalkyl, Het^Cualkyl or Het^CMalkyl; and 

and -A-R^ taken together with the nitrogen atom to which they are attached may 
also form Het^ or Het^. 

3. A compound according to any of claims 1 or 2 wherein Ri hydrogen, Ci^allQd, 
10 C2-6alkenyl, arylCi^alkyl, Ca-ycycloalkyl, C3.7cycloalkylCi^alkyl, aryl, Het^ 

Het^Ci^alkyl, Het^, Het^Ci-ealkyl; wherein Het^ is a saturated or partially 
unsaturated monocyclic heterocycle having 5 or 6 ring members, which contains 
one or more heteroatom ring members selected fi'om nitrogen, oxygen or sulfur 
and which is optionally substituted on one or more carbon atoms. 

15 

4. A compound according to any of claims 1 to 3 wherein L is -0-Ci.6alkanediyl- 
C(=0)-. 

5. A compound according to any one of claims 1 to 3 wherein L is -0-C(=0)-. 

20 

6. A compound according to any one of claims 1 to 3 wherein L is 
-NR8-Ci-6aIkanediyl-C(=0)-, whereby the alkanediyi moiety is optionally 
substituted with, aryl, arylCMalkyl, Het^ Het^, Het'CMalkyl and H^CMalkyl. 

25 7. A compound according to any one of claims 1 to 6 whwein Ri is Het\ 
Het^Ci^alkyl, Het^ or Het^CMalkyl. 

8. A compound according to claim 7 wherein Rj is Het^ or He^. 

30 9. A compound according to claim 8 wherein Ri is Het^ . 

10. A compound according to claim 9 wherein Ri is hexahydro-furo[2,3-b]-furanyl. 

11. A compound according to claim 1 0 wherein Ri is tetrahydrofuranyL 

35 

12. A compound according to any one of claims 1 to 6 wh^ein L is 
-0-Ci^alkanediyl-C(=0)- or -NR8-Ci.6alkanediyl-C(=0)- and Ri is a radical of 
formula 
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(H) 



Riib R9 



10 



wherein 

R9 is 0x0 , 

Rioa and Riob are, each independently, hydrogen or CMalkyl optionally 
substituted with aryl, Het^ Het^, CMalkyloxycaibonyl, caiboxyl, 
aminocarbpnyl, hydroxy, or amino optionally mono- or disubstituted 
where the substituents are selected from CMalkyl, 

Riia is arylCMalkyl, or CMalkyl optionally substituted with aryl or halogen and 

Rub is hydrogen, or Ci^alkyloxycarbonyL 

13. A compound acooiding to claim 12 wherein L is -OCi^alkanediyl-C(=0> or 
-NR8-Ci-^alkanediyl-C(=0)- and Ri is a radical of formula 




(n) 

wh^ein 
15 R9isoxo, 

RiOa and Riob are hydrogen, 

Ri la is arylCMalkyl wheran flie arjd group is substituted witti a halogen and 
Rub is hydrogen, or CMalkyloxycarbonyl. 

20 14. A compound according to claim 13 wherein L is -0-Ci^alkanediyl-C(=0)- or 
-NR8-CMalkanediyl-C(=0)- and Ri is a radical of formula 

wherein R9 is 0x0 , Rioa and Riob are hydrogen, Rna is m-fluorobenzyl and Rub is 
hydrogen, or Ci^alkyloxycarbonyl. 



25 



15, A compound according to claim 14 wherein L is -0-Ci-6alkanediyl-C(=0)- or 
-NR8-Ci.6alkanediyl-C(=0)- and Ri is a radical of formula 
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wherein R9 is 0x0, Rioa and Riob are hydrogen, Riia is w-fluorobenzyl and Rub is 
hydrogen. 

5 16. A compound according to claim 14 wherein L is -0-Gi^alkanediyl-C(=0)- or 
-NR8-Ci-6alkanediyl-C(=0)- and Ri is a radical of formula 

wherein R9 is 0x0, Rioa and Riob are hydrogen, Riu is m-fluorobenzyl and Rub is tert- 
butyloxycarbonyl. 

1 7. A compound according to any one of claims 1 to 1 6 wherein R3 is aryiCMalkyl. 

18. A compound according to claim 1 7 wherein R3 is arylCHa-. 
15 19. A compound according to claim 1 8 wherein R3 is benzyl, 

20. A compound according to any one of claims 1 to 19 wherein R4 is Ci^alkyl. 

21. A compound according to claim 20 wherein R4 is butyl. 
23. A compound accordmg to claim 21 wherein R4 is isobutyl. 



20 



23. A compound according to any one of claims 1 to 22 wherein 

A is Ci^alkanediyl, .-C(=0)- or Ci-6alkanediyl-C(=0).; whereby the point of 
25 attachment to the nitrogen atom is the Ci.6alkanediyl group in those 

moieties containing said group; 
R5 is hydrogen, Ci.6alkyl, Het^Ci-ealkyl, Het^Ci^alkyl, aminoCi^alkyl whereby 
the amino group may optionally be mono- or di-substituted with CMalkyl; 
and 

30 in case -A- is -C(=0)- then R^ is Ci^alkyloxy, Het\ Het^oxy or Het^oxy, aryl, 

Het^CMalkyl, Het^oxyCMalkyl, Het^CMaUcyl, Het^oxyCMalkyl, 
aryiCMalkyl, aryloxyC^alkyl or aminoCMalkyl; and 



wo 02/083657 



PCT/EP02/01788 



-78- 

in case -A- is Ci-6alkanediyl thea is amino, Cualkyloxy, Het\ Het^oxy or 
Het^oxy; and 

in case -A- is Ci^alkanediyl-C(=0)- then is Ci^alkyloxy, Het\ HetWy or 
Het^oxy, aryl, Ci-aalkyl, Het^Ci^alkyl, Het^oxyC^alkyl, Het^CMalkyl, 
5 Het^oxyCi^alkyl, arylCMalkyl, aryloxyCMalkyl or aminoCMalkyl; 

wh^-eby each of the amino groups in the definition of Re may optionally be 
substituted with one or more substituents selected firom CMalkyl, CMalkyl- 
carbonyl, CMalkjdoxycarbonyl, aryl, arylcarbonyl, aryloxycaibonyl, HctS 
Het^, arylCMalkyl, Het^CMalkyl or Het^CMalkyl; and 
10 R^ and -A-R^ taken togefher witii the nitrogen atom to which ttiey are attached 

may also form Het^ whereby Het^ is substituted by at least an oxo group. 

24. A compound according to claim 23 wherein R5 is hydrogen or Ci^alkyL 

IS 25* A compound according to claim 24 wherein Rs is hydrogen. 

26 A compoimd according to daim 24 wherein R5 is methyl or ethyl. 

27. A compound according to claim 26 wherein R5 is methyl. 

20- 

28. A compound according to claim 23 wherein A is Ci-6alkanediyl. 

29. A compound according to claim 28 wherein A is e&yienediyl. 

25 30. A compound according to any one of claims 1 to 29 wherein R^ is a Het*. 

31. A compound according to claim 30 wherein Re is a Het^ CMalkyl. 

32. A compound according to claim 30 wherein R< is a pyrrolidinyl or pyrrolidinylCu 
30 4alkyl. 

33. A compound according to claim 32 wherein Re is a pyrrolidinylethyl. 

34. A compound according to any one of claims 1 to 29 wherein Re is an amino; 
35 whereby each of the amino groups may optionally be substituted with one or 

more substituents selected fi-om CMalkyl, CMalkylcaibonyl, 
CMalkyloxycarbonyl, aryl, arylcarbonyl, aryloxycarbonyl, Het\ Het?, aryiCu 
4alkyi, Het^CMalkyl or Het^CMalkyl. 



wo 02/083657 



.79- 



PCT/EP02/01788 



35. A compoimd according to claim 34 wherein R6 is an amino; whereby ea 
amino group is substituted with two substituents selected from CMalkyl. 

5 36. A coiiipound according to claim 35 wherdri Re is dimethylamino. 

37. A compound according to claim 1 having the formula 

(1 -Ben2yl-3- {[2-(2-dimethylamino-ethylaniino)-benzothiazole-6-sulfonyl]-isobutyl- 
10 amino}-2-hydroxy-propyl)-carbamic acid hexahydro-furo[2,3-b] furan-3-yl ester, 

(l-Benzyl-3-{[2<2siimefhylamino-ethylamino)-benzothiazole-6-sutf^ 
amino}-2-hydroxy-propyl)-carbamic add tetrahydro-furan-3-yl ester, 

15 l-BenzyI-2-hydroxy-3-{isobutyl-[2-(2-pyn:oUdin-l-yl"ethylamino)-beriM 

sulfonyl]-amino}-propyl)-carbamic add hexahydro-furo[2,3-b] furan-3-yl ester, 

[l-Benzyl-3<{2-[(3-dimethylamino-propyl)-methyl-amino]-benzothiazole-6- 
$ulfonyl}-isobutyl-amino)-2-hydroxy-propyl]-carbamic add hexahydro-furo[2,3-b] 
20 fiiran-3-yl ester, 

[l-Benzyl-3<{2-[(l-ethyl-pyrrolidin-2-ylmethyl)-amino]-ben2othiazole^ 
isobutyl-amino)-2-hydroxy-propyll-carbamic acid hexahydro-furo[2,3-b] furan-3-yl 
ester. 

25 

38. Method for the preparation of a compound according to claim 1 according to the 
scheme G 
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(g-8) 

comprising the Steps of 

a) reacting benzofhiazole derivative g-1 wifli chlorosnlfonic add, and subsequently 
with thionylchloride to yield intermediate g-2, 
5 b) reacting said intermediate g-2 with intermediate g-3 yielding an intermediate g-4 
wherein PG is a protecting group, 

c) reacting intermediate g-4 into intermediates g-5 and g-6, 

d) intermediates g-S and g-6 are derivatized with a compound of formula HN(R5)A-R6 
yielding and subsequently deprotected yielding mtermediate g-7, 

10 e) g-7 may then be reacted with an intermediate of formula Ri-L-Geaving group) 
resulting in the compound g-8. 

39. A method according to claim 38 wherein the protecting group is Boc. 



15 40. A method according to any one of claims 38 or 39 wherein step (c) is performed 
with a suitable reagent selected from the group comprising meta- 
chloioperoxybaizoic acid or magnesium monoperoxyphtalate hexahydrate. 
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41. A pharmaceutical composition, comprising an effective amount of at least one 
compound as claimed in any one of claims 1 to 37, and a pharaiaceutically 
tdlerable excipient. 

5 42. A method of inhibiting a protease of a multi-drug resistant retrovirus in a 
mammal infected with said retrovirus, comprising administering a protease 
inhibiting amount of a compound according to any one of claims 1 to 37 to said 
mammal in need thereof. 

10 43. A method of treating or combating infection or disease associated with multi- 
drug resistant retrovirus infection in a mammal, comprising administering an 
effective amount of at least one compound according to any one of claims 1 to 37 
to said mammal. 

15 44, A method of inhibiting multi-drug resistant retroviral replication, comprising 
contacting a retrovirus with an effective amount of at least one compound 
according to any one of claims 1 to 37. 

45. The method as claimed in claim 42, 43 or 44 wherein the retrovirus is a human 
20 immunodeficiency virus (HIV). 

46. A compound as claimed in any one of claims 1 to 37 for use as a medicine. 

47. The use of a compound as claimed in any one of claims 1 to 37 in the 
25 manujSicture of a medicament for treating or combating infection or disease 

associated with multi-drug resistant retrovirus infection in a mammal. 

48. The use of a compound as claimed in any one of claims 1 to 37 in the 
manufacture of a medicament for inhibiting a protease of a multi-drug resistant 

30 retrovirus in a mammal infected with said retrovirus. 

49. The use of a compound as claimed in any one of claims 1 to 37 in the 
manufacture of a medicament for inhibiting multi-drug resistant retroviral 
replication. 



35 



50. The use according to any one of claims 47 to 49 wherein the retrovirus is a 
human immunodeficiency virus (HIV). 



51 . A compound according to claim 1 wh^ein the compoimd is listed in table 8. 
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Het^CMalkyl, HetiQCMalkyl, Het^C^alkyl, Het^OCi^alkyl, arylC,.4alkyl, arylOCi^alkyl or aminoCi.4alkyl; whereby each of the 
amino groups in the definition of R^ may optionally be substituted; R^ and -A-R^ taken together with the nitrogen atom to which 
ihey are attached may also form Hei^ or Hei^. Ii further relates to their use as broadspecu-um HTV protease inhibitors, processes 
for their preparation as well as pharmaceutical compositions and diagnostic kits comprising them. It also concerns combinations 
thereof with another anti-retroviral agent, and to their use in assays as reference compounds or as reagents. 
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